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Technical Field 

The present invention relates to organic compounds and compositions that are 
cytokine synthesis inhibitors, processes for making such compounds, synthetic intermediates 
10 employed in these processes, and methods for inhibiting cytokine production in a mammal. 

Background of The Invention 

Therapeutic control of the immune system is the goal of many approaches toward the 
treatment of autoimmune diseases that differ in organ specific involvement, pathogenic 

15 . cofactors, response-to treatment and prognosis. They range from diseases with "spontaneous" 
onset such as rheumatoid arthritis to rejection reactions after allograft organ transplantation. 

Interleukin 2 (IL-2), a lymphokine produced by activated T-cells, is a key regulator of 
immune and inflammatory responses. It promotes T cell proliferation in vitro and 
differentiation of B cells, activated macrophages, NK cells and LAK cells. The central 

20 importance of IL-2 in initiating adaptive immune responses such as the rejection of tissue 
grafts is well-illustrated by drugs that are most commonly used to suppress undesirable 
effects such as the rejection of tissue grafts. The drugs cyclosporin A and FK506 inhibit IL-2 
production by disrupting signalling initiated through the T-cell receptor. The drug rapamycin 
also inhibits signalling through the T cell receptor. Cyclosporin A and rapamycin act 

25 synergistically to inhibit immune responses by preventing the IL-2 driven clonal expansion of 
T cells (Brazelton and Morris, Current Opinion in Immunology L 710 (1996)). 

Compounds of this invention, due to their ability to inhibit IL-2 production, can be 
anticipated to demonstrate therapeutic efficacy in disease states where IL-2 is a key 
orchestrator of the immune response such as rheumatoid arthritis, atopic dermatitis, psoriasis 

30 and the rejection of tissue grafts. 

Increased local elaboration of theTh2-type cytokines Interleukin-5 (1L-5) and 
Interleukin-4 (EL-4) has clearly been implicated in the pathogenesis of atopic asthma (Am. 
J.Respir. Crit. Care Med. 154, 1497 (1996)). IL-5 has selective biologic effects on eosinophils 
and their precursors and may regulate selective accumulation of these cells in the asthmatic 
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bronchial mucosa. IL-4 is an essential co-factor for IgE switching in B-lymphocytes and is 
therefore likely to be involved in situations where there is inappropriate IgE synthesis. 
Compounds of this invention inhibit the production of both IL-4 and EL-5 and can be expected 
to exhibit efficacy in atopic diseases where the aforementioned cytokines play a prominent 
role in disease pathophysiology. 



Summary of The Invention 
In its principle embodiment, the present invention provides a compound represented 
by Formula I 

L .N-Q— E 

R ' N R 

* 5 I, 

or a pharmaceutically acceptable salt or prodrug thereof, where 
R^and R3 are independently selected from 

(1) hydrogen, 

(2) aryl, 

(3) perfluoroalkyl of one to fifteen carbons, 

(4) halo, 

(5) -CN, 

(6) -N0 2 , 

(7) -OH, 

(8) -OG where G is a hydroxyl protecting group, 

(_9)_- --C02R6 J where is selected from - - - - 

(a) hydrogen, 

(b) cycloalkyl of three to twelve carbons, 

(c) aryl, 

(d) aryl substituted with 1, 2, 3, 4, or 5 substituents independently 

selected from 

(i) alkyl of one to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) halo, 

(v) -NO2, and 
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(vi) -N 3 , 

(e) a carbpxy protecting group, 

(f) alkyl of one to fifteen carbons, 

(g) alkyl of one to fifteen carbons substituted with 1 , 2, or 3, or 4 
5 substituents independently selected from 

(i) alkoxy of one to fifteen carbons, 

(ii) thioalkoxy of one to fifteen carbons, 
(Hi) aiyl, 

(iv) aryl substituted with 1 , 2, 3, 4, or 5 substituents 
l o independently selected from 

- alkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

15 ■ , , , -NO2, and 

-N 3 , 

(v) cycloalkyl of three to twelve carbons, and 

(vi) halo, 

(h) alkenyl of three to fifteen carbons, 

20 provided that a carbon of a carbon-carbon double bond is not 

attached directly to oxygen, 

(i) alkynyl of three to fifteen carbons, 

provided that a carbon of a carbon-carbon triple bond is not 
attached directly to oxygen, and 
25 (j) cycloalkyl of three to twelve carbons, 

(10) -L1NR7R8 where L\ is selected from 

(a) a covalent bond, 

(b) -X'C(X)- where X and X' are independently O or S, 

(c) -C(X)-, and 
30 (d) -NR6- and 

R7 and Rg are independently selected from 

(a) hydrogen, 

(b) alkanoyl where the alkyl part is one to fifteen carbons, 

(c) alkoxycarbonyl where the alkyl part is one to fifteen carbons, 
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alkoxycarbonyl where the alkyl part is one to fifteen carbons and 

is substituted with 1 or 2 substituents selected from the group 
consisting of aryl, 

cycloalkyl of three to twelve carbons, 

aryl, 

aryl substituted with 1, 2, 3, 4, or 5 substituents independently 
selected from 

(i) alkyl of one to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) halo, - 

(v) -NO2, and 

(vi) -N3, 

-OR6, 

provided that only one of R7 or Rg is -OR6, 
a nitrogen protecting group, 
alkyl of one to fifteen carbons, 

alkyl of one to fifteen carbons substituted with 1, 2, or 3, or 4 
substituents independently selected from 

(i) alkoxy of one to fifteen carbons, 

(ii) thioalkoxy of one to fifteen carbons, 

(iii) aryl, 

(iv) aryl substituted with 1, 2, 3, 4, or 5 substituents 
. _ — - — independently selected from 

alkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-NO2, and 
-N 3 , 

(v) cycloalkyl of three to fifteen carbons, 

(vi) halo, 

(vii) -CO9R6, and 

(viii) -OH, . 
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(1) alkenyl of three to fifteen carbons, 

provided that a carbon of a carbon-carbon double bond is not 
attached directly to nitrogen, 
(m) alkynyl of three to fifteen carbons, 
5 provided that a carbon of a carbon-carbon triple bond is not 

attached directly to nitrogen, 
(n) -S0 2 -alkyl, and 

(o) cycloalkyl of three to twelve carbons, or 

R 7 and Rg together with the nitrogen atom to which they are attached 

10 form a ring selected from 

(i) aziridine, 

(ii) azetidine, 

(iii) pyrrolidine, 

(iv) piperidine, 
15 . , - (v) piperazine, 

(vi) morpholine, 

(vii) thiomoipholine, and 

(viii) thiomorphoiine sulfone 

where (i)-(viii) can be optionally substituted with 1, 2, or 3 substituents 
20 selected from the group consisting of alkyl of one to fifteen 

carbons, 

(11) -L2R9 where L2 is selected from 

(a) -Li-, 

(b) -0-, and 

25 (c) -S(0) r where t is 0, 1 , or 2 and 

R9 is selected from 

(a) cycloalkyl of three to twelve carbons, 

(b) aryl 

(c) aryl substituted with 1, 2, 3, 4, or 5 substituents independently 
30 selected from 

(i) alkyl of one to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) halo, 
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(v) -N02,and 

(yi) -N 3 , 
alkyl of one to fifteen carbons, 
heterocycle, 

alkenyl of two to fifteen carbons, and 
alkyl of one to fifteen carbons substituted with 1, 2, or 3, or 4 
substituents independently selected from 

(i) alkenyl of two to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) -CN, 

(iv) -C0 2 R 6 , 

(v) -OH, 

provided that no two -OH groups are attached to the 
same carbon, 

(vi) thioalkoxy of one to fifteen carbons, 

(vii) alkynyl of two to fifteen carbons, 

(viii) aryl, 

(ix) aryl substituted with 1, 2, 3, 4, or 5 substituents 

independently selected from 
alkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-N02,and - 

-N 3 , 

(x) cycloalkyl of three to twelve carbons, and 

(xi) halo, 

(xii) -NR 7 R 8 , 

(xiii) heterocycle, and 

(xiv) heterocycle substituted with 1, 2, or 3, or 4 substituents 

independently selected from 
alkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
^thioalkoxy of one to fifteen carbons, 
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halo, 

-N0 2 , and 
-N 3 , 

(12) aikyl of one to fifteen carbons substituted with 1, 2, 3, 4, or 5 halo substituents, 
5 (13) alky] of one to fifteen carbons, 

(14) alkenyl of two to fifteen carbons, 

(15) alkynyl of two to fifteen carbons 

where (13)-(15) can be optionally substituted with 
(a) (=X). 

10 (b) alkanoyloxy where the alkyl part is one to fifteen carbons, 

(c) alkoxy of one to fifteen carbons, 

(d) alkoxy of one to fifteen carbons substituted with 1, 2, 3, 4, or 5 substituents 

selected from the group consisting of halo, 

(e) thioalkoxy of one to fifteen carbons, 

15 (f) . , perfluoroalkoxy of one to fifteen carbons, 

(g) -N 3 , 

(h) -N0 2 , 

(i) -CN, 
G) -oh, 

20 (k) -OG 

(1) cycloalkyl of three to twelve carbons, 

(m) halo, 

(n) -C0 2 R6, 

(o) -LjNRvRg, and 
25 (p) -L2R9, 

(16) -L2-heterocycle, and 

(17) -L2-heterocycle where the heterocycle is substituted with 1, 2, 3 or 4 

substituents independently selected from 
(a) alkyl of one to fifteen carbons, 
30 (b) perfluoroalkyl of one to fifteen carbons, 

(c) alkoxy of one to fifteen carbons, 

(d) thioalkoxy of one to fifteen carbons, 

(e) halo, and 

(f) -N0 2 , 
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(18) -NR x C(0)NR Y Rz where R x , Ry and R z are independently selected from 

(a) hydrogen and 

(b) alkyl of one to fifteen carbons, 

(19) -C(=NR X )NR Y R Z , 

(20) -NR x C(=NRxONR Y Rz where R x , Ry and R z are defined previously and R x * 

is selected from 

(a) hydrogen and 

(b) alkyl of one to fifteen carbons, 

(2 1 ) -NR x C(0)OR w , where R w is selected from 

(a) alkyl of one to fifteen carbons and 

(b) alkenyl of three to fifteen carbons, 

provided that a carbon of a carbon-carbon double bond is not attached 
directly to oxygen, and 

(22) -OC(0)NR 7 R 8 ; 

Z is nitrogen or carbon; 

R2 is absent or is selected from 

(1) hydrogen, 

(2) -C0 2 R 6 , 

(3) alkyl of one to fifteen carbons, 

(4) -C(0)R6* where R& is selected from 
(a) alkyl of one to fifteen carbons, 

-(b)- aryl,and - ■ 

(c) heterocycle, 

(5) -C(0)NR 7 'R 8 - where R? and Rg- are independently selected from 

(a) hydrogen, 

(b) alkyl of one to fifteen carbons, or 

Rr and Rg- together with the nitrogen to which they are attached form a ring 
selected from 

(i) piperidine, 

(ii) piperazine, 

(iii) morpholine, 

(iv) thiomorpholine, and 
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(v) tbiomorpholine sulfone 

(6) perfluoroalkyl of one to fifteen carbons, , 

(7) cycloalkyl of three to ten carbons, 

(8) alkyl of one to fifteen carbons substituted with 1 , 2, 3, 4, or 5 substituents 

selected from the group consisting of halo, 

(9) alkyl of one to fifteen carbons substituted with 

(a) -CN, 

(b) -OH, 

provided that no two -OH groups are attached to the same carbon, 

(c) (=X), and 

(d) -C0 2 R6, and 

(10) halogen; 

provided that when X is nitrogen, R2 is absent; 

Q is aryl orJieterocycle where, when Q is phenyl, the phenyl is 2-, 3-, or 4- substituted 
by E relative to the position of attachment of the pyrazole or 1 ,2,4-triazole ring 
to the phenyl ring; 

R4 and R5 are independently selected from 

(1) hydrogen, 

(2) alkyl of one to fifteen carbons, 

(3) alkyl of one to fifteen carbons substituted with 1, 2, 3, 4, or 5 halo substituents, 

(4) alkyl of one to fifteen carbons substituted with 

(a) -CN, 

(b) -C0 2 R6, 

(c) -LiNR 7 Rg,and 

(d) -L2R9, 

(5) perfluoroalkyl of one to fifteen carbons, 

(6) -CN, 

(7) -C0 2 R 6 , 

(8) -L1NR7R8, 
' (9) -L2R9, 

( 1 0) alkoxy of one to fifteen carbons, 

(11) thioalkoxy of one to fifteen carbons, 



WO 99/51580 



PCT/US99/07766 



(12) 
(13) 
(14) 



(15) 
(16) 



Eis 
(1) 



-C(=NR6)NR7R 8 , 

-NRi2(=NR6)l^R7R8 where R$, R7, and Rs are defined previously and R12 



selected from 

(a) hydrogen, 

(b) cycloalkyl of three to twelve carbons, 

(c) aryl, 

(d) alky] of one to fifteen carbons, and 

(e) alky] of one to fifteen carbons substituted with 1, 2, or 3, or 

substituents independently selected from 

(i) alkenyl of two to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) alkynyl of two to fifteen carbons, and 

(v) aryl t 
-L2-heterocycIe, and 

-L2-heterocycle where the heterocycle is substituted with 1, 2, 3, or 4 
substituents independently selected from 

(a) alkyl of one to fifteen carbons, 

(b) perfluoroalkyl of one to fifteen carbons, 

(c) alkoxy of one to fifteen carbons, 

(d) thioalkoxy of one to fifteen carbons, 

(e) halo, 

■(f)- -Ni; and ' 

(g) -N0 2 ; 

-L3-B where L3 is selected from 

(a) a covalent bond, 

(b) alkenylene of two to six carbons in the Z or E configuration, 

(c) alkynylene of two to six carbons, 



(d) 
(e) 
(0 



-C(X)-, 
-N=N-, 
-NR7-, 



-10- 



1 
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(g) -N(R 7 )C(0)N(R 8 )-, 

(h) -N(R 7 )S0 2 N(R 8 )-, 

(i) -X-, 

0) -(CH 2 ) m O-, 
5 (k) -0(CH 2 ) m -, 

(1) -N(R 7 )C(X)-, 

(m) -C(X)N(R 7 )-, 

(n) -S(0) t (CH 2 ) m -, 

(o) -(CH 2 ) m S(0) r , 
10 (p) -NR 7 (CH 2 ) m -, 

(q) -(CH 2 ) m NR 7 -, 

(r) -NR 7 S(0) r , 

(s) -S(0) t NR 7 -, 

(t) -N=C(H)-, 
15 - - (u) - -C(H)=N-, 

(v) -ON=CH-, 

(w) -CH=NO- 

where (g)-(w) are drawn with their left ends attached to Q, 
(x) -N(R 7 )C(0)N(Rio)(Rn)- where R 10 and Ru together with the nitrogen 
20 atom to which they are attached form a ring selected from 

(i) morpholine, 

(ii) thiomorpholine, 

(iii) thiomorpholine sulfone, and 

(iv) piperidine 

25 where (i)-(iv) are attached to Q through the nitrogen to which is 

attached R 7 and to B through a carbon in the ring, 

(y) -N(R 7 )SO 2 N(R, 0 )(Ri and 

(z) -N(R 7 )C(0)N(Rio)(Rn)- and 

B is selected from 
30 (a) alkyl of one to fifteen carbons, 

(b) alkenyl of three to fifteen carbons in the E or Z configuration, 
provided that a carbon of a carbon-carbon double bond is not directly 

attached to L3 when L3 is other than a covalent bond, 

(c) alkynyl of three to fifteen carbons, 

-11- 
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provided that a carbon of a carbon-carbon triple bond is not directly 
attached to L3 when L3 is other than a covalent bond 

where (a), (b) and (c), can be optionally substituted with 1, 2 f 3, or 4 
substituents independently selected from 
Rb 

(i) where L2 is defined previously and Ra, Rb, 

Rc» Rdi and Re are independently selected from 
hydrogen, 

alkanoyl where the alkyl part is one to fifteen carbons, 
alkanoyloxy where the alkyl part is one to fifteen 

carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
alkoxy of one to fifteen carbons substituted with 1 , 2, 3 t 

4, or 5 substituents selected from the group 

consisting of halo , 
perfluoroalkyl of one to fifteen carbons, 
perfluoroalkoxy of one to fifteen carbons, 
-N 3 , 
-NQ2, 
-CN, 

- -OH; - " 

-OG, 

cycloalkyl of three to fifteen carbons, 

halo, 

-C0 2 R6 

-LiNR 7 Rg 

-L2R9 

alkyl of one to fifteen carbons, 

alkyl of one to fifteen carbons substituted with 1, 2, 3, 4, 
or 5 substituents independently selected from 
(=X), 

-12- 
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alkanoyloxy where the alkyl pan is one to fifteen 

carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
alkoxy of one to fifteen carbons substituted with 

1, 2, 3,4, or 5 halo substituents, 
perfluoroaikoxy of one to fifteen carbons, 
-N 3 , 
-NO2, 
-CN, 
- -OH, 

provided that no two -OH groups are attached to 
the same carbon, 

-OG, 

cycloalkyl of three to fifteen carbons, 

halo, 

-C0 2 R6, 

-L1NR7R8, and 

-L2R9, 
-L2-heterocycle, and 

-L2-heterocycle where the heterocycle is substituted 
with 

1, 2, 3, or 4 substituents independently 
selected from 

alkyl of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-NR x C(0)NR Y Rz. 
-C(=NRX)R Y Rz> 
-NO2, and 
-N 3 , 

(ii) (=X) 

-13- 
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(iii) alkanoyloxy where the alkyl part is one to fifteen carbons, 

(iv) alkoxy of one to fifteen carbons, 

(v) alkoxy of one to fifteen carbons substituted with 1, 2, 3, 4, or 5 

substituents selected from the group consisting of halo, 

(vi) thioalkoxy of one to fifteen carbons, 

(vii) perfluoroalkoxy of one to fifteen carbons, 

(viii) -N3, 

(ix) -NO2, 

(x) -CN, 

(xi) -OH, 

provided that no two -OH groups are attached to the same 
carbon, 

(xii) -OG, 

(xiii) cycloalkyl of three to fifteen carbons, 

(xiv) halo, 

(xv) -C0 2 R6, 

(xvi) -LiNR 7 R 8 , 

(xvii) perfluoroalkyl of one to fifteen carbons, 

(xviii) -L2-heterocycle, and 

(xix) -L2-heterocycle where the heterocycle is substituted with 1, 2, 

3, or 4 substituents independently selected from 
(=X), 

alkanoyl where the alkyl part is one to fifteen carbons, 
— - - alkanoyloxy where the alky I part is one to fifteen 

carbons, 
alkoxy of one to fifteen carbons, 
alkoxy of one to fifteen carbons substituted with 1, 2, 3, 

4, or 5 substituents selected from the group 

consisting of halo , 
thioalkoxy of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
perfluoroalkoxy of one to fifteen carbons, 
-N3, 
-N0 2 ,^ 
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-CN, 
-OH, 

provided that no two -OH groups are attached to the 
same carbon, 

-OG, 

cycloalkyl of three to fifteen carbons, 
halo, 
-CO2R6, 
-L1NR7R.8, and 
-L2R9, 

(d) cycloalkyl of three to-tweive carbons, 

(e) cycloalkenyl of four to twelve carbons, 
provided that a carbon of a carbon-carbon-double bond is not attached 

directly to L 3 when L3 is other than a covalent bond 
. . , where (d) and (e) can be optionally substituted with 1 , 2, 3, 4, or 5 substituents 
independently selected from 

(i) alkyl of one to fifteen carbons, 

(ii) aryl, - 

(iii) alkoxy of one to fifteen carbons, 

(iv) thioalkoxy of one to fifteen carbons, 

(v) halo, 

(vi) -OH, 

provided that no two -OH groups are attached to the same 
carbon, 

25 (yii) oxo > 

(viii) perfluoroalkyl, 

(ix) heterocycle, and 

(x) heterocycle substituted with 1 , 2, 3, 4, or 5 substituents 

independently selected from 
alkyl of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, ^ ■ . 

-15- 
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-N02, and 
-N 3 , 

(f) R E , 

provided that when R, and R 3 are both perfluoroalkyl of one carbon, Z 
is carbon, R 2 is hydrogen, Q is phenyl that is 4-substituted by E 
relative to the position of attachment of the pyrazole ring to the 
phenyl group, R4 and R 5 are hydrogen, E is -L3-B, L 3 is 
-N(R 7 )C(X)-, *7 is hydrogen, X is oxygen, and R A , R Bt R D , 
and R E are hydrogen, R c is other than chloro, and 
(g) heterocycle where the heterocycle can be optionally substituted with 1, 
2, 3, or 4 substituents independently selected from 
(0 (=X), 

(ii) alkanoyl where the alkyj part is one to fifteen carbons, 

(iii) alkanoyloxy where the alkyl part is one to fifteen 

carbons, 

(iv) alkoxy of one to fifteen carbons, 

(v) alkoxy of one to fifteen carbons substituted with. 1, 2, 3, 

4, or 5 substituents selected from the group 
consisting of halo, 

(vi) halo , 

( vii ) ~ thioalkoxy of one to fifteen carbons" 

(viii) perfluoroalkyl of one to fifteen carbons, 

(ix) perfluoroaikoxy of one to fifteen carbons, 
« -N 3> 

(xi) -N0 2 , 

(xii) -CN, 

(xiii) -OH, 

provided that no two -OH groups are attached to the 
same carbon, 

(xiv) -OG, 

(x v) cycloalkyl of three to fifteen carbons, 
-16- 
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(xvi) halo, 

(xvii) -CO2R6. 

' (xviii) alkyl optionally substituted with -OH, 

(xix) -L1NR7R8. and 

(xx) -L2R9, and 




0 where Ri 3 and R14 are independently selected from 

(a) hydrogen, 

(b) alkyl of one to fifteen carbons, 

(c) alkenyi of three to fifteen carbons in the E or Z configuration, 
provided that a carbon of a carbon-carbon double bond is not attach 

directly to the C(=0) group, 

(d) aikynyl of three to fifteen carbons, 

provided that a a carbon-carbon triple bond is not directly attached 
the C(=0) group 

where (b), (c), and (d) can be optionally substituted with 1, 2, 3, or 4 
substituents independently selected from 



(ii) (=X), 

(iii) alkanoyloxy where the alkyl part is one to fifteen carbons, 

(iv) alkoxy of one to fifteen carbons, 

(v) alkoxy of one to fifteen carbons substituted with 1,2,3, 4, 



substituents selected from the group consisting of halo, 



(vi) thioalkoxy of one to fifteen carbons, 

(vii) perfluoroalkoxy of one to fifteen carbons, 

(viii) -N3, 

(ix) -N0 2 , 

(x) -CN, 

(xi) -OH, 



(i) 
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provided that no two -OH groups are attached to the same carbon, 

(xii) -OG, 

(xiii) cycloalkyl of three to fifteen carbons, 

(xiv) halo, 

(xv) -C0 2 R 6 , 

(xvi) -LiNR 7 R 8 , 

(xvii) perfluoroalkyl of one to fifteen carbons, 

(xviii) -L 2 -heterocycle, and 

(xix) -L 2 -heterocycie where the heterocycle is substituted with 1, 2, 

3,or 4 substituents independently selected from 
(=X),- 

alkanoyl where the alkyl part is one to fifteen carbons, 
alkanoyloxy where the alkyl part is one to fifteen 

carbons, 
alkoxy of one to fifteen carbons, 
alkoxy of one to fifteen carbons substituted with 1, 2, 3, 
4, or 5 substituents selected from the group 
consisting of halo, 
thioalkoxy of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
perfluoroalkoxy of one to fifteen carbons, 
-N 3 , 
-NO2, 

- -CN, 

-OH, 

provided that no two -OH groups are attached to the 
same carbon, 

-OG, 

cycloalkyl of three to fifteen carbons, 

halo, 

-C0 2 R 6 , 

-L1NR7R8, 
-L 2 R 9 , 

cycloalkyl of three to twelve carbons, 
-18- 
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(f) cycloalkenyl of four to twelve carbons, 

provided that a carbon of a carbon-carbon double bond is not attached 
directly to the C(=0) group 
where (e) and (f) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

(i) alkyl of one to fifteen carbons, 

(ii) aryl, 

(iii) alkoxy of one to fifteen carbons, 

(iv) thioalkoxy of one to fifteen carbons, 

(v) halo, 

(vi) -OH, 

provided that no two -OH groups are attached to the same 
carbon, 

(vii) heterocycle, and 

(viii) heterocycle substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 
alkyl of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 

halo, 

-NO2, and 
-N 3 , 

(g) heterocycle, and 
25 (h) heterocycle substituted with 1, 2, 3, or 4 substituents independently 

selected from 

(i) (=X), 

(ii) alkanoyl where the alkyl part is one to fifteen carbons, 

(iii) alkanoyloxy where the alkyl part is one to fifteen 
carbons, 

(iv) alkoxy of one to fifteen carbons, 

(v) alkoxy of one to fifteen carbons substituted with 1,2,3, 
4, or 5 substituents selected from the group 
consisting of halo, 

-19- 
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(vi) thioalkoxy of one to fifteen carbons, 

(vii) perfluoroalkyl of one to fifteen carbons, 

(viii) perfluoroalkoxy of one to fifteen carbons, 



(ix) -N 3 . 

(x) -N0 2 , 

(xi) -CN, 

(xii) -OH, 

provided that no two -OH groups are attached to the 
same carbon, 

(xiii) -OG, 

(xiv) cycloalkyl of three to fifteen carbons, 

(xv) halo, 

(xvi) -C0 2 R6, 

(xvii) -L1NR7R8, 

(xviii) -L2R9, 

provided that at least one of R13 and R14 is other than hydrogen, or 
R)3 and R14 together with the nitrogen to which they are attached form a ring 
selected from 

(a) succinimidyl, 

(b) maleimidyl, 

(c) glutarimidyl, 

(d) phthalimidyl, 

(e) naphthalimidyl, 



o 




(f) 



o 



o 




N* 



(g) 



O 



o 
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(m) 

where (a)-(m) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 
selected from 
halo and 
-L 2 R 9 . 

In another embodiment, the present invention also relates to a method of inhibiting 
Interleukin-2, Interleukin-4, and Interleukin-5 production in a mammal comprising 
administering a therapeutically effective amount of a compound of Fonnula I. 

In yet another embodiment, the present invention also relates to a method of treating 
immunologically-mediated diseases in a mammal comprising administering a therapeutically 
15 effective amount of a compound of Formula I. 

In still yet another embodiment, the present invention relates to pharmaceutical 
compositions which compose a therapeutically effective amount of a compound of Formula 1 
in combination with a pharmaceutical^ acceptable carrier. 

Compounds of the invention include but are not limited to 
20 N-[4-[3,5-bis(trifluoromethyl)-lH-p^azol-l-yl]phenyl]cycloprppanecarboxamide, 
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N-[4-[3,5-bis(trifluoromethyI)-lH-pyra2oJ-l-yl]phenyl]-2,2,3 t 3- 
tetramethylcyclopropane-carboxamide, 

N-[4-[3,5-Ws(ti^ 
methylcyclopropanecarboxamide, 

N-[4-[34-bis(trifluon>niethyI)-lH.pyr^ 

carboxamide, 

N-[4- [3,5-bis(trifluoromethy 1)- 1 H-pyrazol- 1 -yJ]phenyI]-3,5- 
difluorobenzenesulfonamide, 

N-[4-[3,5-bis(trifluoromethyl>lH-pyraTO^ 
carboxamide, 

N-[4-[3 f 5-bis(tiffluoromethyl)-lH-pyra2ol-l-yIJphenyl]-2- 
methylcyclopropanecarboxamide, 

NHmS-bisttrifluorome^^ 
furancarboxamide, 

N-L4.[3,5-bis(trifluoromethy])-lH-pyra2ol-i-yl]phenyl]-l- m ethy]-2-^ 
carboxamide, 

N -[4-[3,5-bis(trifluorome^ 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-methoxycycloh e xane- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -ylJphenyll-2-butynamide, 

ethyl 3-[[[[4-[3 > 5-bis(trifluoromethyl)-lH-pyrazol-]-yI]phenyI]amino]carbonyl]- 
aminojbenzoate, 

N-[4-f3,5-bi S (trifluorometli y l)-lH-pyrazol-l-ylJ p hcnyl]-3-fu ra ncarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyI]-2-m e thyl-3-nitrobenzamid e , 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazoJ-l-yl] P h e nyl]-N'-(3-cyanophenyl)urea, 
N-[4-[3,5-bis(trifluoromethyl)- lH-pyrazol- 1 -yl]phenyl]- 1- 
hydroxycyclopropanecarboxamide, 

N-[4[3,5-bis(trifluoromethyl)-lH-pyrazoJ-l-y]]ph e nyl]cycloheptanecarboxamid e , 

N-[4-[3,5-bis(trifluoromethyl)-lH-py r azol-l-yl] P henyl]-2-benzofurancarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-5-fluoro-lH-indole-2- 
carboxamidc, 

(E)-N-[4-[3,5-bi S (trifluoromethyl)-lH-pyrazol-l-yljphenylj-3-(2-chlorophenyl)-2- 
propenamide, 
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2-benzoyl-N-'[4-[3^ 

3a(S)-(3aa,4p,6aa)-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l- 

* yl]phenyl]hexahy dro-2-oxo- lk-thieno[3 ,4-d]imidazole-4-pentanainide ( 

N44-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-iodobenzamide, 

exo-N-H-^S-bisCtrifluorom 
2-carboxamide, 

N-[4-[3 f 5-bis(trifta^ 
carboxamide, 

phenylmethyl [l-[[[443,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]amino]- 

carbonyl]propyl]carbamate, 

N-[4-[3,5-bis(trifluoromethyl)- IH-pyrazol- l-yl]phenyl]-3-cyclohexene- 1 - 

carboxamide, 

4-[3,5-bis(trifluoro^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-N , -(3-nitrophenyl)urea, 

N-[4-[3,S-bis(trifluoro^^ 
N-[4-[3>bis(trifluororoethylH^^ 
phenyl] urea, 

N-[4-[3,5-bis(trifluoromethyl)- IH-pyrazol- l-yl]phenyl]-N , -(3 T 5-dimethy]phenyl)urea, 

N-[4-[3,5-bis(trifluoromethyl)- lH-pyrazol-l-yl]phenyl]- 1 - 

mcthylcyclopropanecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-N*-phenylure^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-N'-(3-chloro-2- 

methylphenyl)urea, 

N-[443>bis(trmuoromethylH^^ 

N-[4-[3,5-bis(trifluoromethy 1)- IH-pyrazol- 1 -yl]phenyl]-N'-(2-methyl-3- 
nitropheny^urea, 

N-[4-[3,5-bis(trifluoromethyl)4H-pyrazol-l-yl]phenyl]^N'-(2-chioro-4- 
nitrophenyl)urea, 

N-(4-acetylphenyl)-N'44-[3,5-bis(trifluoromethy])-lH-pyrazol-l-yl]phenyl^ 
N.[4-[3,5-bis(trifluoromethyl)4H-pyrazol-l-yl]phenyl]-n-(4-meth 

nitrophenyl)urea, 

N44-[34-bis(trifluoromethyl)-IH-pyra2oI-l-yl]phenyl]-5-methyl-2-thioph 
carboxamide, 
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N-[4-[3>bis(trifluorometh^^ 
phenyl)urea, 

N-[4-[3,5-bis(trifl U oromethy])-lH-pyra2o]-l-y]Jphenyl]^(lH-pyrrol-l-yl^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]pheny]]-N'-heptylurea, 

N-^-fS.S-bisCtrifluoromethylJ-lH-pyrazol-l-ylJpfaenylJ-N-C^chloro^-nitro- 
phenyl)urea, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-y]]phenyl]-7-methoxy-2- 
benzofurancarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]pheny]]-N , -2-methyl-5-nitrophen- 

yl)urea, 

N-[443 ) 5-bis(trif] U oromethyl)4H-pyra 2 ol-l- y l] p henyl]-3<hydr 0 xymethyl)ben 2 amide 

N-^-P.S-bi.sdrifluoromethyD-lH-pyrazol-l-ylJphenylJ^-cyanoacetamide, 

N-[4-[3 1 5-bis(trifluoromethy])-lH-pyrazoJ-l-yl]phenyl]-2-cyclohexane-l- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4- 
methylcycJohexanecarboxamide, 

N-[4-[3 ) 5-bis(trifluoromethyl)-lH-pyrazoI-l-yl]phenyl]-a-methoxy-a- 
(trifluoromethyl)benzeneacetamidc, 

N-[4-[3,5-bis(trinuoromethy])-lH-pyrazol-l-yl]phenyl]heptanamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]pheny]]-2-phenoxybenzamide, 

3- amino-N-[4-[3,5-bis(trifluoro m ethyl)-lH-pyrazol-l-yl]phenyl]benzamide, 

4- amino-N-[4-[3,5-bis(trifluoromethyl)-lH-p yra2 ol-l-yI]phenyl]benzaniid ei ' 
4-azido-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]benzamide, 

_ _ _ N44-[3,5-bis(trifluorome%lHH=py^ " 

N-[3,5-bis(trifluoromethyI)- IH-pyrazol- l-yl]phenyl]-l-tricyclo[3.3. 1 . 1 3.7]decane- 
carboxmidc, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-N2-[(l,i-di met hylethoxy)- 
carbonyl]-l-asparagine, phenylmethyl ester, 

l,l-dimethylethyj[7-[[4-[3,5-bis(trifluorome%l)-lH-pyrazol-l-yl] P henyl]a™^ 
oxoheptyl]carbamate, 

N-H-P^-bisCtrifluoromethyD-lH-pyrazol-l-ylJphenylJ-S-CmethylthioJpropanamide, 
N-[4-r3,5-bis(trifluoromethyj)-lH-pyrazol-l-yl]phenyl]-l-naphthyJenecarboxamide, 
N-[4-t3,5-bis(trifluoromethyl)-lH-pyrazol-l-yI]phenyl]-4-cyanobenzamide, 
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N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-phenylcyclopropane- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-iodobenzamide ? 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-chloropropanamide, 

5 N-^-P.S-bisdrifluoromethyD-lH-pyrazol-l-yUphenyn^methoxybenzamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazo)-l-yl]phenyl]-2-ethylhexanamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-hydroxybenzamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l-yl]phenyl]-4-(hexyloxy)ben2amide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]pheayl]-3-methylbenzamide, 

10 2-(acetyloxy)-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]benzamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-N'-(4-bromo-2- 

methylphenyl)urea, 

N 44-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2A6-trimethylbenzamide, 
N-[4-[3,5-bis(trifluoromcthyl)-lH-pyrazol-l-yl]phenyl]-N'-(4-chloro-3- 

15 . nitrophenyl)urea, - 

N-[4-[3,5-bis(mfluoromethylHH-py^^ 

N-[4-[3,5-bis(trifluoromethyl)- lH-pyrazol- 1 -yl]phenyl]-2-chloro-4-nitro-N- 

methylbenzamide, 

N-[4-[3,5-bis(trifluoromethyl)- lH-pyrazol- l-yl]phenyl]-2- 

20 chlorobenzenemethanamine, 

N-[4-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -yl]phenyl]- l-methyl-5-nitro- 1 H-pyra- 

zole-4-carboxamide, 

N-[4-[3 > 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-fluorobenzenemetbanamine, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-bromobenzamide, 

25 N-[4-[3 ) 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-(dimethylarnino)benzamide, 
N-[4-[3,5-bis(trifluorometJiyl)-lH-pyrazol-l-yl]phenyl]-3-(dimethylarmno)benzamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-(tri{luoromethyl)benzamide, 
N-^tS.S-bisCtrifluoromethyO-lH-pyrazol-l-yllphenyll^-nuorobenzamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-chlorobenzamide, 

30 N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]benzamide, 

N-[4-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- l-yl]phenyl]-4-nitrobenzamide, 

4- [3,5-bis(tnfluoromethyl)-lH-pyrazol-l-yl]-N-(4-fluorophenyl)benzenemethanamine, 

5- ^-tttS^-bisCtrifluoromethyD-lH-pyrazol-l-y^phenyllmemyllarninojbenzonitrile, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pxrazol-l-yl]phenyl]-2-methylbenzamide. 
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(E)-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phcnylmethylene]-2,4-difluoro 
benzenamine, 

N-[4-[3,5-bis(trifluoromethyl)-lH^^ 

N-[4-[3,5-bis(trifluorom e thyl)-lH-pyrazol-l-yl]phenyl]cyclopentanepropanamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyra 2 ol-l-yj] P henyl]-4-methylbenzamide ) 

N-[4-[3,5-bis(trifluoromethyl)4H-pymol-l-yI]phenyl]-3-(trifluoromethyl)benzamide, 

N-^-p^-bisftrifluoromethyO-lH-pyrazol-l-yljphenylJ-S-raethyl-^butenamide, 

N-[4-[3,5-bis(trifl U oromethyl)-lH-pyrazol-l-yl]phenyl]-2-hydroxyl 3 enzaniide ) 

N-l4-[3 ) 5-bis(trifluoromethyl)-m-pyrazol-l-yl]phenyl]-3-hydroxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,4-dimethyl-5- 
thiazolecarboxaraide, 

N-[4-r3,5-bis(trifluoromethy])-lH-pyiazol-l-yl]phenyl]-3-pyridinecarbo X amide, 

N-[4-[3 ) 5-bis(trifl U oromethy])-lH-pyrazoI-l-yl]phenyl]^(hydroxyinethyl)benza^ 
4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2,4- 
difluorophenyl)benzenemethanamine, 

N-[4-[3,5-bis(trifluoro m ethyI)-lH-pyrazol-l-y]]phenyl]-4-(methylsulfonyl)benzanTide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol- l-y1]phenyl]-2-iodobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-heptybenzamide, 

N-^-fS.S-bisCtrifluorome^O-lH-pyrazol-l-ylJphenyU^-furancarboxainide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yI]phenyl]-2-fluorobenzamide, 

N-^-p^-bisCtrifluoromethyD-lH-pyrazol-l-ynphenylJ-N'-methyl-l.Z- 
benzenedicarboxamide, 

N-[4-[3 ) 5-bis(trif]uoromethyl)-lH-pyrazol-]-yl]pheny]]-4-pyridinecarboxamide, 
N-[4-[3;5-bis(trifluoromethyl)-iH-py^^ - - 

N-[4-[3,5-bis(trif]uoromethyl)-lH-pyrazol-l-yI]phenyl]-4-cinnoiinecarboxamide, 
4-acety]-N-[4-[3,5-bis(trinuoromethyl)-lH-pyrazol-l-y]]phenyl]benzamide, 
1 , l-dimethylethyl 4-[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]- 
aminojcarbonyl]- 1 -piperidinecarboxylate, 

N-[4-[3 ) 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-pyridin e carboxaniide, 

N-[4-[3 > 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-(diethyJamino)benzamide, 

N-^tS.S-bisCtrifluoromethyD-lH-pyrazol-l-ylJphenyncycJopentanecarboxmide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]cyclohexanecarboxmide > 

N-[4-[3.5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenylH-piperidinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yI] P heny]>3-(methylsulfonyJ)benzan^ 

-26- 



WOW/51580 



PCT/US9W07766 



N-[4-[34-bis(trifluoromethyl)4H-pyra2ol-l-yl]phenyl]-2-(trifluoromethyl)ben2amide, 
34[[4.[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]methyl]amino]benzonitrile, 
methyl 3-[[[4-[3,5-bisl(trifluoromethyl)-lH-pyrazol-l- 

yl]phenyl]amino]carbonyl]benzoate, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-chlorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-thiophenecarboxamide, 

(E)-3-[2-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]ethenyl]benzonitrile, 

N-^tS.S-bisCtrifluoromethyD-lH-pyrazol-l-yllphenyll-l^benzenedicarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)4H-pyrazol-l-yl]phenyl]-3,5-dinitrobenzamide, 

N-[443,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]pheny]]-2,4-difluorobenzanude, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrdzol-l-yl]pheny]]-2-aitrobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-y]]phenyl]-3-cyanobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l > 3-benzenedicarboxamide, 

(Z)-3-[2-[4-[3,5-bis(trifluoromethyl>lH-pyrazol-l-yl]phenyl]ethenyl]benzonitrUe, 

N-[443,5-bis(trifluoromethyl)4H-pyrazol-1-yl]phenyl]-3-nitrobenzamide, 

3<aminosulfonyl)-N-[4-[3,5-bis(trifluorom e thyl)-lH-pyrazol-l-yI3phenyl]ben Z amide ) 

methyl 4-[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l- 

yl]phenyl]amino]carbonyl]benzoate, 

N-[4-[3 ) 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-methoxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-bromobcnzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-methoxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]ph e nyl]-3-fluorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-bromobcnzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l,3-benzodioxole-5- 

carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,6-dichloro-3- 

pyridinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-chloro-3- 

pyridinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-chloro-6-methyl-3-pyridine 

carboxamide, 

N4443,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-fluoro-Y- 
oxobenzenebutanamide, 
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N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazoJ-l-yl]phenyl]-l,23,4-tetrahydro-2- 
naphthalenecarboxamide, 

(EH-[4-[2-(2-chloropheny])ethenylfc^ 

N-[4-[3 ,5-bis(trifluoromethyl)- lH-pyrazoI- 1 -yl]phenyl]-2-(4-chlorophenoxy )-2- 

methylpropanamidc, 

N-[4-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -yl]phenyl]acetamide, 
^[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]amino]carbonyl]benzoic acid, 
phenylmethylN-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yi]phenyl]amino]-^ 

oxobutyl]carbamate, 

3-[[[4-[3 t 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]amino]carbonyl]bei^^ acid, 
N- [4- [3,5-bis(trifluoromethy 1)- lH-pyrazol- 1 -yl]phenyl]-2,6-difluorobenzamide, 
N-^-^^-bis^fluoromethy^-lH-pyrazol-l-yllphenylJO-bromo^- 

thiophenecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-methyl-2- 
. thiophenecarboxamide, 

2-arnino-N-[4-[3,5-bis(trifluorometbyl)-lH-pyrazol-l-yl]phenyl]benzamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]pbenyl]-2-fluoro-3- 

pyridinecarboxamide, 

NH4-[3,5-bis(trifluoromethyl)-lH-pyraz^ 

2-thiophenecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-lH-pyrrole-2-carboxami 
N- [4-[3 ,5-bis(trifluoromethy J)- 1 H-pyrazol- 1 -y l]phenyl]-3,6-dichloro-2- 

pyridinecarboxamide 

. N-[4-[3,5-bis(trifluoromethyi)- 1 H-pyrazol- l-yl]phenyl]-2-^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazoM^ 

N-[4-[3 t 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-lH-indole-2-acetaim 
(E)-N-[4-[3,5-bis(trifluoromethylH^ 
propenamide, 

N-[4-[3 T 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]pyazinecarboxamide, 

1 , 1-dimetbylethyl [[4-[4-[3 t 5-bis(trifluoromethyl)-lH-pyrazoI- l-yl]phenyl]amino]-4- 
oxobutyl]carbamate, 

1 -acety l-N-[4-[3 ,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -yl]phenyl]-4- 
piperidinecarboxamide, 

N- [4- [3 ,5-bis(trifluoromethy 1)- 1 H-pyrazol- 1 -y l]pheny 1] butanamide, 
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N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-y]]phenyl]-4-chloro-2- 

methoxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-a-methyl-4-(2-thienyl- 

carbonyl)benzcneacetamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-a-methyl-4-(2-thienyl 

carbonyl)benzeneacetamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrdzol-l-yl]phenyl]-2-methoxy-4- 

(methytbio)benzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-hydroxy-3-nitrobenzamide, 

N44-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3,4-dihydroxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-hydroxy-6- 

methoxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,4- 

bis(trifluorometbyl)benzamide, 

N-L4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-5-methyl-4- 

isoxazolecarboxamide, 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2-chlorophenyl)benzamide, 

4-[3,5-bis(trifluoromethyl)-lH-pyrazoH-yl]-N-(3-cyanopheny])benzamide, 
4-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- l-yl]-N-(2,4-difluorophenyl)benzamide > 
4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2-cyanophenyl)benzamide, 
N-[4-[5-[3,5-dimethyl-lH-l,2,4-triazol-l-yl)-3-(trifluoromethyl)-lH-pyrazol-l- 

yl]phenyl]-4-isoxazolecarboxamide, 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2-nitrophenyl)benzamide, 

4-[3',5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2,6-difluorophenyl)benzamide, 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2-bromophenyl)benzamide, 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(4-cyanophenyl)benzamide, 

4-[3,5-bis(trifluoromethyl)- lH-pyrazol- l-yl]-N-(4-pyridinyl)benzamide, 

N-[4-[3,5-bis(trifluorometbyl)-lH-pyrazol-l-yl3phenyl]-4-fluoro-3-(trifluorometh- 

yl)benzamide, 

N-PHaminocarbonynphenyll^lS^-bisCtrifluoromethyO-lH-pyrazol-l-yllbenzamide, 

N-[3-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-chlorobenzeneacetamide, 

N-[3-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,3-dichlorobenzamide, 

N-[3-[3 > 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phcnyl]-2-chloro-5-nitrobenzamide, 

N-[443,5-bis(fl-ifluoromethyl)4H-pymol4-yl]phenyl]^-fluoro-3-nitrobenzamide, 
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N-[4-[3,5-bis(trifluo ro methy^ 

^4-[3>bis(trifluorcpethyl)^^ 

benzamide, 

N-[3-[3,5-bis(trifluorom e thyl)-lH-p y razol-l- y l]phenyl]-4-fl U orobenzamide, 

N-[3-[3 ) 5-bis(trifluoron,ethyl)-lH- P yra 2 ol-l-yl]phenyl]-2,4-difluoroben2amide ) 

N-[3-[3,5-bis(trifluoromethyl)-lH- P yra2ol-l-yl]phen y l]-3-cyanoben2ainide, 

N-[4-[3,5-bis(trifluoromethyl)-lH- P y raZ ol-l-yl]phenyJ]-2-b romo -3-nitrobenza n ude^ 

N-[4-[3,5-bis(trifluoro me thyl)-lH-pyrazol-l-yl]phenyl]-2H : Woro^-fl U oroben 2a mide 
N -M3.5-bis(trifluoromethyl)-lH- P ^^ 

benzamide, 

N-[4-[3,5-bi S (trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,5-dichiorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH- P y ra zol-l-yl]ph e ny]]-2 ) 3-difluo ro benzamid e , 
N-[4-r3,5-bi S (trifluoromethyl)^ 

N-[4-[3,5-bis(trifluorome%l)-lH-pyrazol-l-yl]phcnyl]-2,5-difluoroben Z amide > 
N-[4-[3,5-bis(trifluorome%l)-lH-py ra zol-l-yl]ph e nyl]-2-chloro-6-f]uoroben Z amide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-fluoro-6-(trifluorometh y l^ 

benzamide, 

N-[443,5-bi S (trifluoromethyl)-lH-p y razol-l-yl] p henyl}-3^hIoro-2-fluorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-p y razol-l-y]]phenyl]-2-chloro-4- 
methoxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol- l-yJ]phenylJ-2,6-dichloro-3- 
nitrobenzamide, 

N-[443,5-bis(trifluoro m ethyl)-lH-pyrazol-l- y l]phenyl]^-bromo-2-chlorob C nza m ide, 
N -[ 4 '[ 3 . 5 - b is(trifluorome%l)^H-pyrazoiq-yl]phen y l]Or4-d " " " 

N-[4-[3,5-bis(trifluoromethy])-lH-pyrazol-l-yl] P henyl]-2-bromo-5- 
methox y benzamide, 

N-[4-[3,5-bis(trifluoronieth y l)-lH- Py razol-l-ylj P henyl]-4-chloro-2- 
hydroxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-bromo-4- 
methoxybenzamide, 

N-^P.S-bisCtrinuoromethyD-lH-pyrazol-J-ylJphenylJ-S-bromo^- 
hydroxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-chloro-4,5- 
difluorobenzamide, 
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N43-[3,5-bis(trifl^^ 
N-[4-[3>bis(trinuoromet^ 
difluorobenzamide, 

N-[443 I 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]pheny1]-2 > 3,4-trifluorobenzaniide, 
N-[443,5-bis(trifluoromethyl)-lH-py r azol-l-yl]phenyl]-3 > 4,5-trifluorobenzanud e , 
N-^^S^-bisCtrifluoromethyD-lH-pyrazol-l-yllphenyll^AS-trifluorobenzaiiiide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,4,6-trifluorobenzamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,6-difluoro-3- 

nitrobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,3,5-trifluorobenzamide ) 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,4-dichloro-6- 

fluorobenzamide, 

N-4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl-2,4-dichloro-3,5- 
dinitrobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl] P henyl]-2,3,5,6-tetrafluorobenzam 1 de, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyra Z ol-l-yl]phenyl]-2,3,4,5-t e trafluorob e nzamide, 
N .[4.[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-bromo-2,3,5,6- 

tetrafluorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]ph e nyl]-5-methyl-2-nitrobenzamide, 

20 N-[3-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl)phenyl]-4-cyanobenzamide, 

N-[4-[3,5-bLs(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-thiophenecarboxam 1 de, 
N-^-tS^-bisCtrifluoromethyD-lH-pyrazol-l-yllphenyll-S-isoxazolecarboxamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phcnyl]tetrahydro-2- 

furancarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-pyrrolidinec a rboxamide, 
N-[4-[3,5-bis(trifluorom e thyl)-lH-pyrazol-l-yl]phenyl]tetrahydro-3- 

furancarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l,2,3-thiadiazole-5- 
carboxamide, 

30 N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-chloro-4- 

pyridinecarboxamide, 

Ll-dimethylethyl 2-[[[4-[3 ) 5-bis(trinuororoethyl)-lH-pyrazol-l^ 

yl]phenyl]amino]carbonyl]-l-pyrrolidinecarboxylate, 

N-[4-[3>bis(trifluoromethyl)-lH-py^ 



25 
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N- [4-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -yl]phenyl]- 1 -methyl- 1 H-pyrrole-2- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-l H-pyrazol- l-yl]phenyl]-6-chioro-3- 
pyridinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazoI-^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l-yl]phenyl]-3-methyl-2- 
furancarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)- lH-pyrazol- l-yl]phenyl]-5-chloro-2- 
thiophenecarboxamide , 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]tetrahydro-5-oxo-2-furan- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- l-yl]phenyl]-5-oxo-2- 
pyrrolidinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -yl]pheny3]-5-bromo-3- 
pyridinecarboxamide, 

N-[4-[3,5-bis(trifluoiomethyl)-lH-pyra^ 
boxamide, 

1,1-dimethylcthyl 4-[[[4-[3,5-bis(triflQoromethyl)-lH-pyrazol-l-yl]phenyl]amino]- 
carbonyl]-3-thiazolidinecarboxylate, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-5-methoxy-3- 
thiophenecarboxamide, 

N-[2-[3,5-bis(tjifluoromethyl)-lH-pyrazol-l-yl]-5-pyridinyl]-2-chIorobenzamide l 

N-[2-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-5-pyridinyl]-3-cyanoberizamide, 
_ N-[2-[3,5-bis(trifluoromethyl)~-rff^ 
difluorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,3-dibromo-5- 
thiophenecarboxamide, 

N-[4-[3 1 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-fluorcH4-pyridine- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l-methyl-lH-pyrazole-4- 
carboxamide, 

N-[4-[3,5-bis(txifluoromethyI)-lH-pyrdzol-l-yl]phenyl]-5-chloro-4-methoxy-3- 
thiophenecarboxamide, 
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N4443,5-bis(trmuor6me^ 

pyridinecarboxamide 

N-[443>bis(trffluo^^ 

pyridinecarboxamide, 

N4443,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2 1 5-dichloro-3- 

pyridinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-3Ktrifl 

chiorobenzamide, 

N . [4 -[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-2.fluorophenyl]-2,4- 

difluorobenzamide, 

N-[2,4-bis[3,5-bis(trffluorome±yl)-lH-pyra2ol-l-yl]ph e nyl]-2,4-difluorobenzaimde, 
methyl 2-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-5-[(5,bK)mo-2- 

chlorobenzoy])amino]benzoate, 

N-[4-[3,5-bis(trifluo ro methyl)-lH-pyrazol-l-yl]-3-(trifluoromethyl)phenyl]-3,^ 

dimethyl-4-jsoxazolecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)4H-pymol4-yl]-3-(trifluoromethyl)phcnyl]-4-methyl- 

1 2 3-thiadiazole-5-carboxamide, 

N-[4-[3,5-bis(trifluorom e thyl)-lH-pyrazol-1-yl]-3-chlorophenyll-3,5KU m ethyl-4- 

isoxazolecarboxamide, 

N-[4-[3 > 5-bis(trifluoromethyl)-lH-pyra 2 oM-yl]-2-(trifluoromethyl)pbenyl]-3,5- 

dimethyl-4-isoxazolecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)4H-pyrazol-l-yl]-2-mcthylphenyl]-4-methyl-l,2,3- 

thiadiazole-5-carboxamide, 

N-t4-[3 > 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-2-m e thoxyphenyl]-l-methyl-l ) 2,3- 

thiadiazole-5-carboxamide, 

^chloro-N-^-tS-methyl-S^trifluoromethyD-lH-pyrazol-l-yljphenyllbenzanude, 

4-methyl-N-[4-[5-methyl-3-(trifluoromethyl)-lH-pyrazoH-yl]phenyl]-l,2,3- 

thiadiazole-5-carboxamide, 

3,5-dimethyl-N-[4-[5-methyl-3-(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4- 

isoxazolecarboxamide, 

4-chloro-N-[4-(5-methyl-lH-pyrazol-l-yl)phenyl]benzaraide ) 

4-meth y l-N-[4-(5-meth y l-lH- P yrazol-l-yi)phenyl]-l,2,3-thiadiazole-5-carboxam 1 de, 
3,5-dimethvl-N-[4-(5-methyl-lH-pyrazol-l-yl)ph e nyl]-4-isoxazolecarboxanude, 
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3,5-dimethyl-N-[4-[3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl]-4- 
isoxazolecarboxamide, 

N-[4-[5-hydroxy-3-(trifluoromethyl)- lH-pyrazol- 1 -yl]phenyl]-4-methyl- 1 ,2,3- 
thiadiazole-5-carboxamide, 

N- [4-[5-(3,5-dimethyl- 1H- 1 ,2,4-triazol- 1 -yl)-3-(trifluoromethy 1)- 1 H-pyrazol- 1 - 
yl]phenyl]- 1 ,2,3-thiadiazole-5-carboxamide, 

3- anuno-N-(4-(3,5-bis(trifluoromethyl)-lH^^ 

N-(4-(3 ,5-bis(trifluoromethyl)- lH-pyrazol- 1 -yl)phenyl)-3-chloro-5- 
raethoxyisonicotinamide, 

N-(6-(3,5-bis(trifluoromethy])-lH-^^ 

methyl 2-(3 t 5-bis(trifluoromethyl)-ffl-pyrazol-l-yl)-5-((2- 
fluorobenzoyl)amino)benzoate, . 

4- (aminomethyl)-N-(4-(3 > 5-bis(trifluoromethyl)-lH-pyra2ol-l-yl)phenyl)-2- 
chlorobenzamide, 

Nr(4-(3,5-bis(trifluoromethylH 
N-(4-(3,5-bis(trifluoromethyl)-lH-pyrazol-l^^^ 

N-(5-(3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl)-2-pyridainy])-2-fluorobenz 

N-(3-aminCH4-(3,5-bis(trifluoromethyl)-lH-pyraz^ 

N-(4-(3,5-bis(trifluoromethyl)-lH^ 

N-(4-(5-cyano-3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)-2-fluorobenzamide J 
2-fluoro-N-(4-(5-(2-f uryl)-3-(trifluoromethy 1)- 1 H-pyrazol- 1 -yl)phenyl)benzamide, 
N-(4-(5-cyano-3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)-4-methyl-l^,3- 
thiadiazole-5-carboxamide, 
- - - - N-(4-(5-cyano-3-(trifluorometfayl)-l^ 

N-(4-(5-cyano-3-(trifluoromethyl)- lH-pyrazol- 1 -yl)phenyl)-3-fluoroisonicotinamide, 
N-(4-(5-acetyl-3-(trifIuorqmethyl)-lH-pyrazol-l-yl)phenyl)-2-fluorobenzamide^ 
N-(4-(5-cyano-3-(trifluoromethyl)- 1 H-pyrazol- 1 -yl)phenyl)-2-fluoronicotinamide, 
N-(4-(5-cyano-3-(trifluoromethyl)-lH-pyraz^ 

2-fluoro-N-(4-(5-(2-thienyl)-3-(trifluoromethyl)-l H-pyrazol- l-yi)phenyl)benzamide, 
2-fluoro-N-(4-(5-(mcthylsulfanyl)-3-(trifluoromethyI)-l H-pyrazol- 1- 

yl)phenyl)benzamide, 

2-fluoro-N-(4-(5-(3-pyridinyl)-3-(trifiuoromethyl)-lH-pyrazol-l- 

yl)phenyl)benzamide, 
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3-fluoro-N-(4-(5-(2-thienyl)-3-(trifluoromethyl)-lH-pyrazol- 1- 

yl)phenyl)isonicotinamide, _ 

N-CA^S-methoxy-S-CtrifluoromethyO-lH-pyrazol-l-y^phenyOisonicotmanude, 

2 .fluoro-N-(4KS-metfaoxy-^^ 

N-(4K5-methoxy-3-(trifluoromethyl)4H-pyrazol4-yl)phenyl)-4-methyl-l,2,3- 

thiadiazole-5-carboxamide, . 
N-(4-(5-acetyl-3-(trifluoromethyl)-lH-pyrazoM^ 

2- fluoro-N-(4-(5-(mcthylsulfanyl)-3-(triflu 0 rom e thyl)-lH-pyrazol-l- 

yl)phenyOmcjtoa™de,^ 

N . ( 4^thoxy-3-(trifluo^^ 

3- fluoro-N-(4-(5-{methylsulfanyl)-3-(trifluoromethyl)-lH-pyrazol-l- 

yl)phenyl)isonicotinamide, 

3-fluoro-N-(4-(5-methoxy-3-(trifluoromethyl)-lH-pyrazol-l- 

yl)phenyl)isonicotinamide, 

N-(4-(5-(difluoromethoxy)-3-(trifluoromethyl)-lH-pyrazol-l- 

yl)phenyl)isonicotinamide, 

N .(4-(5-((lifluoromethox y )^^ 

1 2 3-thiadiazole-5-carboxamide, 

N-(4-(5-(difluoromethoxy)-3-(trifluoromethyl)-lH-pyrazol-l-yl)phe n yl)-2- 

fluoronicotinamide, . . 

N . ( 4-(5-chloro-3-(trif1uoro^^ 

2-fluoro-N-(4-(5-nitro-3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)benzamide, 
N-(4-(5-(difluoromethoxy)-3-(trifluoromethyl)-lH-pyrazol-l-yl)ph e nyl)-3- 

fluoroisonicotinamide, ... . , 

N-(4-(5K:hloro-Mtrif^^ 
N .(4-(5-bromo-3-(trifluo^ 

3-fluoro-N-(4-(5-nitro-3-(trifluoromethyl)-lH-py ra zol-l-yl) P henyn^ 
N .(4-(5-bro m o-3-(trifluoromethy^^ 

5-carboxamide, v 

N-(4-(5-chloro-3-(trifluoromethyl)-lH-l,2,4-triazoH-yl)ph e nyl)-3- 

fluoroisonicotinamide, 

3-fluoro-N-(4-(5-(l-m e thyl-lH-pyrrol-3-yl)-3-(trifluoro m ethyl)-lH-pyrazol-l- 

yl)phenyl)isonicotinamide, 
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3-chloro-N-(4-(5-cMoro-3-(trifluorometty^ 

N-(4-(5-brorao-3-(trifluorome%l)-lH-pyrazol-l-yl)phenyl)-23-difluorobe 
N-(4-(5-brom(v3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)-3-chloroisonicoti 
2-chioro-N-(4-(5<yano-3-(trifluoromethyl)-lH-pyrazol-l-y])phenyl)benzam 
2-chloro-N-(4-(5-cyano-3-(trifluoromethyl)- 1 H-pyrazol- 1 -yJ)pheny l)isonicotinamide, 
N-(4-(5-(difluoromethoxy)-3-(trifluoromethyl)-lH-pyrazoI-l-yl)phenyl)-2- 
fluorobenzamide, 

2- chloro-N-(4-(5-(difluoromethoxy)-3-(trifluoromethyl)- 1 H-pyrazol- 1 - 
yl)phenyl)benzamide, 

N-(4-(5-(difluoromethoxy)-3-(trifluoromethyl)- 1 H-pyrazol- 1 -yl)phenyl)-2, 3- 
difluorobenzamide, 

3-fluoro-N-(4-(3-(4-pyridinyl)-5-(trifluoromethyl)- 1 H-pyrazol- 1 -yl)phenyl)isonicotinamidc, 
N-(4-(5-(difluoromethyl)-3-(3-pyridinyl)-lH-pyrazol-l-yl)phenyl)-3- 

fluoroisonicotinamide, 

N-(4-(5-cyano-3-(2-pyridinyl)-l H-pyrazol- l-yl)phenyl)-3-fluoroisonicotinamide, 
N-(4-(5-cyano-3-(3-pyridinyl)-lH-pyrazol-l-yl)phenyl)-4-methyl-l,23-thiadiazole 

carboxamide, 

3- fluoro-N-(4-(5-nitro-3-(3-pyridinyl)- IH-pyrazol- 1 -yl)phenyl)isonicotinamide, 

4- methyl-N-(4-(5-nitro-3-(3-pyridinyl)-lH-pyrazoI-l-yl)phenyl)-l,2,3-thiadiazole-5- 
carboxamide, 

N-(4-(5-cyano-3-(13-thiazol-2-yl)-lH-pyi^ol-l-yl)phenyl)-3-fluoroisonicotinarm 
N-(4-(3-(5-bromo-3-pyridinyl)-5-(difluoromethoxy)-l H-pyrazol- l-yl)phenyl)-3- 
fluoroisonicotinamide, 

_ _ - N^4-(5^yano-3-(l->thiazol-2-yI)-lH-py^ 

thiadiazole-5-carboxamide, 

N-(4-(5-cyancH3-(134hiazol-2-yl)-lH-pyi^ol-l-yl)phenyl)-3-fluoroisonicotinamide, 
4-methyl-N-(4-(3-(l,3-thiazol-2-yl)-5-(trifluoromethyl)-l H-pyrazol- l-yl)pbenyl)- 

1 ^^-thiadiazole-S-carboxamide, 

N-(4-(3-(2,4-dimethyl-l,3-thiazol-5-yl)-5-(trifluoromethyl)-lH-pyrazol-^ 

fluoroisonicotinamide, 

3-fluoro-N-(4-(3-tetrahydro-2-furaDyl-5-(trifluororaethy 1)- 1 H-pyrazol- 1 - 

yl)phenyl)isonicotinamide, 

N-(4-(5-chloro-3-( 1 ,3-thiazol-2-y 1)- 1 H-pyrazol- l-yl)pheny l)-3-fluoroisonicotinamide f 
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N-(4-(5-chlo ro -3-(3-furyl)-lH-pyra2ol-l-yl)pheny])^methyl4,23-thiadiazole-5- 
carboxamide, 

N-(4-(5-chloro-3-(3-fiiryl)-lH-pyrazol-l-yl)phenyl)-3-fluoroispnicotinanude, 
N-(4-(5-cyano-3-tetrahydro-2-furanyl-lH-pyrazol-l-yl)phenyl)-3- 

fluoroisonicotinamidc, 

N-(4-(5Kdifluorom e thoxy)-3-(l-methyl4H-pynol-3-yl)-lH-pyrazol-l-yl)pheny 

fluoroisonicotinamide, 

N-(4-(5-(difluoromethoxy)-3-(3-furyl)-lH-pyrazol-l-yl)ph e nyl)-3- 

fluoroisonicotinamide, and 

N-(4-(5-(difluoromethoxy)-3-(l-methyl-lH-pyrrol-2-yl)-lH-pyrazol-l-yl)phcnyl)-3- 

fluoroisonicotinamide. 

Detailed De grri prion of t he Invention 
TWinitinn of Terms 

The.term "alkanoyl" refers to an alky] group attached to the parent molecular group 

through a carbonyl group. 

The term "alkanoyloxy" refers to an alkanoyl group attached to the parent molecular 

group through an oxygen atom. 

The term "alkenyl" refers to a monovalent straight or branched chain group denved 
from a hydrocarbon of two to fifteen carbons having at least one carbon-carbon double bond. 
The alkenyl groups of this invention can be optionally substituted. 

The term "alkenylene" refers to a divalent straight or branched chain group denved 
from a hydrocarbon of two to fifteen carbons having at least one carbon-carbon double bond. 

The term "alkoxy" refers to an alkyl group attached to the parent molecular group 

through an oxygen atom. . 

The term "alkyl" refers to a monovalent straight or branched chain group denved from 
an saturated hydrocarbon of one to fifteen carbons. The alkyl groups of this invention can be 
optionally substituted. 

The term "alkylene" refers to a divalent group derived from a straight or branched 

chain saturated hydrocarbon of one to fifteen carbons. 

The term "alkynyl" refers to a monovalent straight or branched chain group denved 
from a hydrocarbon of one to fifteen carbons having at least one carbon-carbon triple bond. 
The alkynyl groups of this invention can be optionally substituted. 

The term "alkynylene" refers to a divalent group derived from a straight or branched 
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chain hydrocarbon of one to fifteen carbons having at Jeast one carbon-carbon triple bond 
J he term amino" refers to -NH 2 - 

The term "amino protecting group" refers to groups intended to protect an amino 
" ^upagamstundersirabiereactionsduringsyntheticprocedures. Commonly used amino 
„ groups are disclosed in Greene, "Protective Groups In Organic Synthesis," (John 
WHey & Sons, New York (1981)), which is hereby incorporated by reference. Preferred N- 
protecting groups are formyl, acetyl, benzoyl, pivaloyl, t-butylacetyj, phenylsulfonyl, benzyl 
t-butyloxycarbonyl (Boc), benzyloxycarbonyl (Cbz), and allylcarbonyloxy (Alloc). 

The term "aryl" refers to a mono- or bicyclic carbocyclic ring system having at least 
one aromatic ring that can be optionally substituted. The aryl group can be fused to a 
cyclohexane, cyclohexene, cyclopentane or cyclopentene ring in which case the aryl group 
can be attached through the ring to which it is attached or through the aromatic rin S itself 
The term "carboxy protecting group" refers to a carboxylic acid protecting e,ter or 
amide group typically employed to block or protect the carboxylic acid functionality while the 
reacttons involving_other functional sites of the compound are performed. Carboxy protecting 
groups are disclosed in Greene, "Protective Groups in Organic Synthesis". Additionally a 
carboxy protecting group can be used as a prodrug whereby the carboxy protecting group can 
be readily cleaved in vivo, for example by enzymatic hydrolysis, to release the biologically 
active parent. Such carboxy protecting groups are well-known to those skilled in the art 
having been extensively used in the protection of carboxyl groups in the penicillin and ' 
cephalosporin fields as described in U.S. Pat. No, 3,840,556 and 3,719,667 which are hereby 
incorporated by reference. y 

The term "cycloalkenyl" refers to a monovalent cyclic or bicyclic hydrocarbon of three 
to fifteen carbons having at-least one carbon-carbon double bond. The cycloalkenyl groupsof 
this invention can be optionally substituted. 

The tem "zy^yV refers to a monovalent saturated cyclic or bicyclic hydrocarbon 
of three to fifteen carbons. The cycloalkyl groups of this invention can be optionally 
substituted. J 

The term "halo" refers to F, CI, Br, or I. 

The terms "heterocycle," or "heterocyclic" refer to a 4-, 5-, 6- or 7-membered ring 
containing one, two or three heteroatoms independently selected from the group consisting of 
nitrogen oxygen and sulfur. The 4- and 5-membered rings have 0, 1, or 2 double bonds and 
the 6- and 7-membered rings have 0, 1, 2, or 3 double bonds. The nitrogen and sulfur atoms 
can be optionally oxidized, and the nitrogen mom can be optionally quatemized. The term 
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••heterocycle" also includes tricyclic, tricyclic, and tetracyclic groups in which a heterocyclic 
ring is fused to one or two rings selected from an aryl ring, a cyclohexane ring, a cyclohexene 
' ring a cyclopentane ring, a cyclopentene ring or another monocyclic heterocyclic ring 
Heterocycles of this type can be attached through the ring to which they are fused or through 
the heterocyclic ring itself. Heterocycles include, but are not limited to, acndinyl, 
benzimidazolyl, benzofuryl, benzothiazolyl, benzothienyl, benzoxazolyl, biotinyl, cmnohnyl, 
dihydrofuryl, dihydroindolyl, dihydropyranyl, dihydrothienyl, dithiazolyl, furyl, 
homopiperidinyl, imidazolidinyl, imidazolinyl, imidazolyl, indolyl, isoqumolyl 
isothiazolidinyl, isothiazolyl, isoxazolidinyl, isoxazolyl, morpholinyl, oxadiazolyl, 
oxazolidinyl, oxazolyl, piperazinyl. piperidinyl, pyranyl, pyrazolidinyl, pyrazinyl, pyrazolyl, 
pyrazolinyl, pyridazinyl, pyridyl, pyrimidinyl, pyrimidyl, pyrrolidinyl, pyrrolinyl pyrrolyl 
quinolinyl, quinoxaloyl. tetrahydrofuryl, tetrahydroisoquinolyl, tetrahydroquinoly , tetrazolyl, 
thiadiazolyl, thiazolidinyl, thiazolyl, thienyl, thiomorpholinyl, triazolyl, and the like. 

Heterocyclics also include bridged bicyclic groups where a monocyclic heterocyclic 
group is bridged by.an alkylene group such as 



, and the like. 
Heterocyclics also include compounds of the formula 



CX d Y * where X* is selected from -CH 2 -, -CH 2 0- and -0-,and Y* is selected from 
-C(O)- and -(C(R") 2 )v -. where R" is hydrogen or alkyl of one to four carbons and v is 
1, 2, or 3. The heterocycles of this invention can be optionally substituted. 
The term "hydroxyl" refers to -OH. 

The term "hydroxyl protecting group" refers to a protecting ester or ether group 
typically employed to block or protect the hydroxyl group while reactions involvmg other 
functional sites of the compound are performed. Hydroxyl protecting groups are disclosed m 
Greene "Protective Groups In Organic Synthesis," (John Wiley & Sons, New York (1981)). 

Ther term "perfluoroalkyl" refers to an alkyl group wherein all of the hydrogens have 

been substituted with fluorides. 

The term "pharmaceutical^ acceptable prodrugs" refers to those prodrugs of the 
compounds of the present invention which are. within the scope of sound medica! judgement, 
suitable for use in contact with the tissues of humans and lower mammals without undue 
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toxicity, irritation, and allergic response, are commensurate with a reasonable benefit/risk 
ratio, and are effective for their intended use, as well as the zwitterionic forms, where 
possible, of the compounds of the invention. 

The term "prodrug" refers to compounds which are rapidly transformed in vivo to the 
5 parent compound of the above formula, for example, by hydrolysis in blood. A thorough 
discussion is provided in T. Higuchi and V. Stella, "Pro-drugs as Novel Delivery Systems, " 
Vol. 14 of the A.C.S. Symposium Series, and in Edward B. Roche, ed., "Bioreversible 
Carriers in Drug Design," American Pharmaceutical Association and Pergamon Press, 1987, 
both of which are hereby incorporated by reference. 

10 The term "thioalkoxy" refers to an alkyl group attached to the parent molecular group 

through a sulfur atom. 

Compounds of the present invention may exist as stereoisomers where asymmetric or 
chiral centers are present. The present invention contemplates various stereoisomers and 
mixtures thereof. Stereoisomers include enantiomers and diaslereomers. Individual 

15 stereoisomers. of compounds of the present invention can be prepared synthetically from 
commercially available starting materials which contain asymmetric or chiral centers or by 
preparation of racemic mixtures followed by resolution well-known to those of ordinary skill 
in the art. These methods of resolution are exemplified by (1) attachment of a mixture of 
enantiomers to a chiral auxiliary, separation of the resulting mixture of diastereomers by 

20 recrystallization or chromatography and liberation of the optically pure product from the 
auxiliary or (2) direct separation of the mixture of optical enantiomers on chiral 
chromatographic columns. 

Geometric isomers may also exist in the compounds of the present invention. The 
present invention contemplates the various geometric isomers and mixtures thereof resulting 

25 from the arrangement of substituents around a carbon-carbon double bond or disposition ,of 
substituents around a ring. Substituents around a carbon-carbon double bond are designated 
as being in the Z or E configuration where the term "Z" refers to substituents on the same side 
of the carbon-carbon double bond and the term "E" refers to substituents on opposite sides of 
the carbon-carbon double bond. 

30 Compounds of the present invention can exist as rotamers. Rotamers are formed from 

hinderance around an amide bond to provide 2 or more distinct compounds which can be 
separated by means well-known to those skilled in the art. 

Determination of Biological Activity 
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Wanted wi*10ug/rr^^ 

alo adds (Sigma Chemical Co., S, Louis, MO), 100 U/ml sodmm pemcuhn G, 100 ^ml 

streptomycin sulfate, 2 mM L-glutarnine, 1 mM sodium pyruvate (Life 

Land, NY) and 10% fetal bovine serum (Hyclcne, Logan. UT) at 37 °C with 5% C0 2 . 

P . T ^ti» n nf Hum an Periphe ral Blood Mononuclear Cri l£ 

The procedure in Current Protocols in taununology, Volume l.Pubhshedby the 
Greene Publishing Associates and John Wiley & Sons, Inc. Edited by Richard Oaco. 1994, 
hereby incorporated by reference, was fol.owed. Briefly, 50 ml of blood from human 
volunteers was collected in heparinized syringes and mixed. Blood was ddutod 1:1m 
Dulbecco's phosphate buffered saline (D-PBS) (Life Technologies, Grand Island NY) and 
mixed. PBS-blood mixture was overlaid into 50 ml centrifuge tubes containmg ; , i ml 
Histopaque 1077 (Sigma Chemical Co., St. Louis, MO) and centnfuged at 500 X G for 30 
^sltroom temperature. Cells at ^^^^"^ 
and mixed with 5 ml of D-PBS. Each cell suspension was diluted to 50 ml wrth D-PBS 
mixed and centrifuged at 400 X G for 15 minutes at room temperature. After 
supernatant was removed, cells were resuspended to 40 ml with D-PBS per tube (2 u ^ ^ 
donor). Cells werecentrifuged^OOXGforlOmmutesatroomtemperamr, PeUesw- 
suspended in 1 0ml of supplemented RPMI 1640 and eel 1 number determmed wnh a Coulter 
counter. Cells were diluted to a concentration of 0.5 X 10* cells per mL. 

m j^p^^^. Volume l.*^** 6 

Greene Publishing Associates and John Wiley A Sons, Inc. Edited by Richard Coico 994, 
hereby incorporated by reference, was followed. Briefly, test compounds we* added to 
appropriate wells on 96-well tissue culture plates (Corning Glass Works, Corning, 
Jof supplemented RPMI 1640. Human peripheral blood mononuclear cells 
each well in 100 ul volumes (find cell concentration equal to 50,000 cells per well). After 15 
minutes, 100 ul of 5 ug/ml concanavalin-A (Sigma Chemical Co., St. Lou,. MO) m 
supplemented RPMI 1640 was added to a final concentration of 2.5 ug/ml. Phtes were ^ 
Jubated for 3 days at 37« C with 5% C0 2 . On day 3, plates were pulsed wxth 0.5 uO/well 
tritiated thymidine (New England Nuclear. Boston. MA). After 6 hours, plates were harvested 
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on a Tomtec 96-well harvester (Oranee PT> ni^cc «i, 

o<m a- t grange, Ci ). Glass filter mats were counted on a Matrix 

9600 direct beta counter (Packard . Meriden. CT). 



Table 1 



Assay frnnWTT) 



Concanav a li n .A Prolif sr^irm 

1 
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252 


I 36(1) 


- 


253 


94 (10) 


447 


254 


9(1) 


- 


255 


12(1) 




256 


100 (10) 


250 


257 


100(10) 


387 


258 


16(1) 




259 


5(1) 




260 


96 (10) 


369 


261 


37 (1) 




262 


100 (10) 


419 


263 


100(10) 


2932 


264 


100 (10) 


42 


265 


90(10) 


3808 
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266 


100 (100) 


I 322 


267 ♦ 


38 (1) 


I 


268 


100 (10) 


i ~ 


269 


99 (10) 


392 


270 


100 (10) 


228 


271 


14(1) 




272 


10(1) 




273 


12(1) 




274 


100 (10) 


2181 


275 


-8(1) 




276 


16(1) 




277 


99 (100) 


1063 


278 


4(1) 




279 


6(1) 




280 


16(10) 




281 


94 (100) 


1063 


282 


100 (100) 


248 


283 


99 (100) 


1045 


287 


24(1) 




288 


16(1) 




289 . ._ 


22(1) 




290 




O f o 


291 




411 


292 




258 


293 




409 


294 




299 


295 




232 


296 




44 


297 




251 


298 | 


332 
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299 




269 


300 . 




79 


301 




232 


302 




358 


303 




487 


304 




266 


305 




170 


306 




265 


307 




79 


308 





309 


309 




-32 


310 




335 


311 




323 


312 




298 


313 




66 


314 




246 


315 




320 


316 




41 


317 


. ■ 


186 


318 




258 


319 




219 






43 


321 




185 


322 




327 


323 




238 


324 




89 


325 




172 


326 




166 


327 




82 


328 




75 
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■ ( 329 




303 1 


330 , 




169 




331 




220 




332 




44 




333 






334 


if 297 




335 




103 




336 




I 1826 




337 




221 




338 




164 




339 




369 




340 




251 




id i 




191 




342 




238 




343 




250 I 


344 




251 




345 




273 


346 




117 


347 




288 


348 




114 


349 




224 


■ 350 i 




240 




351 




309 


352 




141 


353 




174 


354 




75 


355 




282 


356 




247 


357 




1855 


358 




203 
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359 


T 261 


360 , 


1 329 



rm an H crm frrtivrinn of Peri r ^™! RlnnrfT Cells and Determination nf Secreted IL-2 

T ovpU (r^.R HI I Assay) 
Human peripheral blood mononuclear cells (PBMC) were isolated by Ficoll-Hypaque 
seperation. PBMCs were stimulated with a combination of immobilized anti-CD3 and soluble 
anti CD28 mAbs as described in Faltynek, et al. J. Enzyme Inhibition 1995, 9, 1 1 1-122, 
hereby incorporated by reference. Following a 24 hour incubation, cell supernatant; were 
harvested and IL-2 levels were determined. 100 ul of 5 ug/ml monoclonal murine anti-human 
IL-2 antibody (Biosource International) in D-PBS was added to 96 well Maxisorb plates 
(Nunc) and incubated at 4 »C overnight. Plates were washed 4 times with D-PBS containing 
0 05% Tween 20 (wash buffer) and blocked with D-PBS containing 1% BSA and 10 mM 
NaN 3 (Diluent/Blocking buffer) for 1-3 hours at room temperature or overnight at4°C Plates 
were washed and recombinant human IL-2 diluted (at 10,000, 5,000, 2,500, 1.250, 625, 312.5, 
156 25 78, 39, 20 pg/ml) in diluent/blocking buffer containing a matched percentage of 
complete RPMI 1640 medium as the unknown samples. Tissue culture supernatant at various 
dilutions were added in triplicate at 100 ul/well. Plates were incubated for 2 hours at room 
temperature and washed 4 times with wash buffer. 100 ul of rabbit anti-human IL-2 (10 
ug/ml Genzyme) was added and incubated fori hour at room temperature. The incubatron 
was followed by 4 washes and subsequent addition of 100 ul of 1:2000 dilution of alkaline 
phosphatase-conjugated goat anti-rabbit V(zb'h (Biosource International). After 1 hour the 
plates were washed 4 times and 100 ul of pNPP (Southern Biotech or Sigma) at 1 mg/ml m 
buffer was added. Color development was allowed to proceed at room temperature for 20 
minutes before addition of 50 ul of 2 N NaOH. Absorbance at 405 nm was determined using 
a plate reader (Molecular Devices). IL-2 concentrations were calcualted using SoftMax 
(Molecular Devices) based on the IL-2 standard solutions. 

Table 2 

inhjhjt jnn of IT -2 S«™tinn hv Rer r^ntative Comnnnnris in the C28 Assay 



-53- 



WO 99/51580 



PCT7US99/07766 





% Inhibition or IL-2 




Example Number 


secretion 


POO A „. . 

L2o Assay 




(At concentrations of 






i , l u, or j uu (jjvi ; 




o 
8 


20 (1) 




O A 

24 


B3(1) 


380 


55 


6(1) 




1 A 

34 


13(100) 




3o 


10(1) 


. 


35 


16(1) 


: 


ICS 

5y 


14(1) 


_ 


An 
4/ 


2(1) 


- 


a i 
01 


32 (1) 






96 (100) 


5035 


63 


19(1) 




£.A 

t>4 


86 (100) 


22274 


72 


11 (1) 




99 


9(1) 




113 


19(1) 




I 1 R 

I I o 


27(1) 


_ 


131 


32(1) 




152 


3(1) 




153 " 


- - 94 (100)- " " 


" " 457" " 


155 


8(1) 




250 


97 (100) 


102 


266 


88 (100) 


314 


284 


17(1) 




285 


26 (1) 




286 


2(1) 





Measurement of IL-5 and IL-4 Levels in Human T Cells fIL-4 and IL-5 Assays) Human T 
cells (HUT 78) were cultured to lxl0 6 /mL in RPMI 1640 medium containing 10% fetal calf 
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serum, 100 U/mL penicillin and 100 u.g/mL streptomycin. Cultures were then centrifuged, to 
pellet the cells, and cells resuspended in fresh medium to the same density. 0.2 mL samples 
* of cells were incubated in 96-well plates with 8 uL of various concentrations of compound 
freshly diluted with the above medium from 100 mM solvent stocks (ethanol or DMSO). 
Immediately after addition of compound, cells were stimulated by addition of 2 ng/mL 
phorbol 12-myristate 13-acetate (1 uL of freshly prepared solution of stock (in DMSO) 
diluted with the above medium added to cells) and 750 ug/mL anti-CD3 (pre-coated at 4 °C 
overnight). Cell cultures were incubated at 37 °C for 32 hours, then cells pelleted by 
centrifugation and the supernatants harvested for ELBA. IL-4 and IL-5 ELIS A's were 
performed according to standard procedures. Inhibition was calculated relative to cytokine 
levels produced from control stimulated cells not treated with compound. 

Table 3 

Tnt^ti™ of TL-4 a r^ " .s s^inn in Human T Cells b v p r pp ^ nt H TiV Compounds and 
. . .- - Com parison with FK-506 



Example Number 


IL-4 Inhibition 
ICso(nM) 


IL-5 Inhibition 
IC 50 (nM) 


FK-506 


0.7 


0.5 


24 


150 


150 


250 


50 


80 


266 


110 


150 


209 


*5 


38 


6 


8 


50 


264 


4.8 


22 



As shown in Tables 1, 2 and 3, the compounds are useful for inhibiting cytokine (IL-2, 
IL-4 and IL-5) production and cellular proliferation in stimulated human T cell lines or human 
peripheral blood mononuclear cells and therefore have utility in the treatment of diseases that 
are prevented by or ameliorated with cytokine inhibitors. 

The compounds of the invention, including but not limited to those specified in the 
examples, possess immunomodulatory activity in mammals, especially humans. As 
immunosuppressants, the compounds of the present invention are useful for the treatment and 
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prevention of immune-mediated diseases such as the resistance to transplantation of organs or 
tissue such as heart, kidney, liver, medulla ossium, skin, cornea, lung, pancreas, intestinum 
tenue, limb, muscle, nerves, duodenum, small-bowel, pancreatic-islet-cell, and the like; graft- 
versus-host diseases brought about by medulla ossium transplantation; autoimmune diseases 
such as rheumatoid arthritis, systemic lupus erythematosus, Hashimoto's thyroiditis, multiple 
sclerosis, myasthenia gravis, type I diabetes, uveitis, allergic encephalomyelitis, 
glomerulonephritis, and the like. Further uses include the treatment and prophylaxis of 
inflammatory and hyperproliferative skin diseases and cutaneous manifestations of 
immunologically-mediated illnesses, such as psoriasis, atopic dermatitis, contact dermatitis 
and further eczematous dermatitises, seborrhoeis dermatitis, lichen planus, pemphigus, 
bullous pemphigoid, epidermolysis bullosa, urticaria, angioedemas, vasculitides, erythemas, 
cutaneous eosinophilias, lupus erythematosus, acne and alopecia areata; various eye diseases 
(autoimmune and otherwise) such as keratoconjunctivitis, vernal conjunctivitis, uveitis 
associated with Behcet's disease, keratitis, herpetic keratitis, conical cornea, dystrophia 
epithelialis comeae,-comeal leukoma, and ocular pemphigus. In addition reversible 
obstructive airway disease, which includes conditions such as asthma (for example, bronchial 
asthma, allergic asthma, intrinsic asthma, extrinsic asthma and dust asthma), particularly 
chronic or inveterate asthma (for example, late asthma and airway hyper-responsiveness), 
bronchitis, allergic rhinitis, and the like are targeted by compounds of this invention. 
Inflammation of mucosa and blood vessels such as gastric ulcers, vascular damage caused by 
ischemic diseases and thrombosis. Moreover, hyperproliferative vascular diseases such as 
intimal smooth muscle cell hyperplasia, restenosis and vascular occlusion, particularly 
following biologically- or mechanically- mediated vascular injury, could be treated or 
-prevented by the compounds of the invention.- Other treatable conditions in51ude"but"ire-not " " 
limited to ischemic bowel diseases, inflammatory bowel diseases, necrotizing enterocolitis, 
intestinal inflammations/allergies such as Coeliac diseases, proctitis, eosinophilic 
gastroenteritis, mastocytosis, Crohn's disease and ulcerative colitis; nervous diseases such as 
multiple myositis, Guillain-Barre syndrome, Meniere's disease, polyneuritis, multiple neuritis, 
mononeuritis and radiculopathy; endocrine diseases such as hyperthyroidism and Basedow's ' 
disease; hematic diseases such as pure red cell aplasia, aplastic anemia, hypoplastic anemia, 
idiopathic thrombocytopenic purpura, autoimmune hemolytic anemia, agranulocytosis, 
pernicious anemia, megaloblastic anemia and anerythroplasia; bone diseases such as 
osteoporosis; respiratory diseases such as sarcoidosis, fibroid lung and idiopathic interstitial 
pneumonia; skin disease such as dermatomyositis, leukoderma vulgaris, ichthyosis vulgaris, 
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phobic and cuumeous T ceu iymphoma; circulatory diseases such « 

Wagon to such as scleroderma, Wegener's granuloma and Sjogren s syndrorne, 
XL eosiuoplulic fasciiUs; periodontal disease such as lesions of gingiva, penod ««m, 

panen, aleopeci, or alopecia senilis by preventing epilation or provrdm harr 
" Jnadon and/or promoting hair generation and hai, growth; museular dysnophy, 

kidney and digestive met) which occurs upon preservauon. transplant or .schemrc 
disci (for example, thrombosis and cardiac infarction); Westing diseases such as 
Zlshock, pseudomembranous coli>rs aud coliris caused by drug o, »d»uon; n»a. 

diseases such as toxinosis caused by lung-oxygen or drug (for example paracor, and 
torn" L). lung cancer and pulmor»y emphysema; ocular diseases such as cataract, 

bunt dermauds such as er^hema multiforme and others such as sinusius, gingmus, 

caused by hislamine or leukomene-Ca release, Behcet s disease 

ueuro-Bebcets disease, aud also B.hcefs which affcers He oral cavity, skin, eye vu va, 

arucutaiou epididynus.lung.kidneyandsoon. Funhcrmore, .he compounds of the 

diseases (for example, chronic auroimmune liver diseases such as autounmune nepauns, 
^ cirrhosis aud sensing cholangius). p*tia. liver resecd.n, acu.e ive, 
IZL (e Tnecrosis caused by toxin, viral hepadus, shock or anoxia,, B-v.,us hepaims. 

bepadds, chrhosis (such - aleohohe ch*sis> and 
fulminan, hepatic faUurc. late-onset hepatic failure and -acute-on-chromc hv.r failure (Me 

infection particularly HCMV infeaion, apd-inflammatory aCrvriy, sclerosmg and fibrous 
«h as nepLs, scleroderma, pulmona, frbrosis, Meriosclerosis. c = hea„ 
Mure, ventricular hypertrophy, postsurgical adhesions and scarnng. stroke, m,ocard,a, 
infarction and injur, associated with ischemia aud reperfusiou, and <h« like. 
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The present invention also provides ptamaceodca , colmMsit ions 
. «M of the present h,,^, formolmd , ogelher ^ om w J™ 

oth.r , ^ C ™P°*»» S of this i.ve.tion can be ^taUisted to humans ^ 

rnm „fers t0 modes of ind „ de ^JJ 

Pharmaceutical c™^„ of te for ^ q . 

P^-^y-epubles^^ P«« 
suspenses or emulsions M we „ as sterl , e ^ for ^ 

™' d """" S ' S ° iv "" s « rehtete i-** ««. «Hmol, polyols (such as glycerol 
b= manned, for example, by the use of coadng materials such as ^ b ' y ^ °° 

rfrr; eof,tere,ui ™ dprtde ^ in * c ^ of ^»»»"^-»f 

emu,, J^' '"^^ ™y 1" »maia adjuvants such as preservative, wetting agems 

* S " Ch ^ ' 0d " m chtod «. «• Prolonged absorption 0 f the , njecuble 
pharr^ceuhca, can be brought abon, by the inclusion of agents Lh a, alut* urn 
monostearaleand gelatin) that delay absorption. 

In some eases, in order to prolong the effec, of th= <iru g , it is desirable ,„ slow the 

absorpttonoftbed^gfrornsobcn^sortnt^larinjection. Thiscanfce 
accomp shed by the use of , , lq „ id suspensi(jn o ^ ^ 

■I* .n .»,«. may depend upon crystal size and crystalline form. Alternatively, delayed 
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10 



15 



20 



25 



to polymer and the nature of the particular polymer employed, the rate of drug r 
o-ed« 

poly(anhydrides). Depot injectable formulations are also prepared by entrappmg 

" Se ' solid dosage forms fa oral administration include capsules, tablets, puis, powde* »d 
,es to stZl« dosage tan the active compound is mixed with ,. lea, one ,»e«, 

phosphate and/o, a) Oilers or extenders such as starches, lactose, sucrose.gl 

sodium lauryl sulfate and mixtures thereof. In the case ol capsu 

dosage form ma, also comprise buffering agents. 

Solid compositions of a similar type may also be employ^ to « - J 

.elatin capsules using such excipients as lactose or mux sugar as well as In. 

in a certain par, of .he intestinal tract, optionally or in delayed fasluon. Examples or 
^.compositions that can be used mclude polymertc substances and waxe, 
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The active compounds may also be in micro-encapsulated form, if appropriate, with 
one or more of the above-mentioned excipients. 

The compounds of the present invention may be used in the.form of pharmaceutically 
acceptable salts derived from inorganic or organic acids. By "pharmaceutically acceptable 
5 salt" is meant those salts which are, within the scope of sound medical judgement, suitable for 
use in contact with the tissues of humans and lower animals without undue toxicity, irritation, 
allergic response and the like and are commensurate with a reasonable benefit/risk ratio. 

Pharmaceutically acceptable salts are well-known in the art. For example, S. M. 
Berge, et al. describe phannaceutically acceptable salts in detail in J. Pharmaceutical 

10 Sciences, 1977, 66: 1 etseq. The salts may be prepared in situ during the final isolation and 
purification of the compounds of the invention or separately by reacting a free base function 
with a suitable acid. Representative acid addition salts include, butarc not limited to acetate, 
adipate, alginate, citrate, aspartate, benzoate, benzenesulfonate, bisulfate, butyrate, 
camphoratc, camphorsulfonate, digluconate, glycerophosphate, hemisulfate, heptanoate, 

15 hexanoate, fumarate, hydrochloride, hydrobromide, hydroiodide, 2-hydroxyethan sulfonate, 
lactate, maleate, methanesulfonate, nicotinate, 2-naphthalenesulfonate, oxalate, palmoate, 
pectinate, persulfate, 3-phenylpropionate, picrate, pivaiate, propionate, succinate, tartrate, 
thiocyanate, phosphate, glutamate, bicarbonate, p-toluenesulfonate and undecanoate. Also, 
the basic nitrogen-containing groups can be quaternized with such agents as lower alkyl 

20 halides such as methyl, ethyl, propyl, and butyl chlorides, bromides and iodides; dialkyl 

sulfates like dimethyl, diethyl, dibutyl and diamyl sulfates; long chain halides such as decyl, 
lauryl, myristyl and stearyl chlorides, bromides and iodides; arylalkyl halides like benzyl and 
phenethyl bromides and others. Water or oil-soluble or dispersible products are__thereby - - 

- — obtained. Examples ~of acids which may be employed to form pharmaceutically acceptable 

25 acid addition salts include such inorganic acids as hydrochloric acid, hydrobromic acid, 

sulphuric acid and phosphoric acid and such organic acids as oxalic acid, maleic acid, succinic 
acid and citric acid. 

Basic addition salts can be prepared in situ during the final isolation and purification 
of compounds of this invention by reacting a carboxylic acid-containing moiety with a 
30 suitable base such as the hydroxide, carbonate or bicarbonate of a pharmaceutically acceptable 
metal cation or with ammonia or an organic primary, secondary or tertiary amine. 
Pharmaceutically acceptable salts include, but are not limited to, cations based on alkali 
metals or alkaline earth metals such as lithium, sodium, potassium, calcium, magnesium and 
aluminum salts and the like and nontoxic quaternary ammonia and amine cations including 
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10 



emutor,,, solutions, syrups ** etaK ' ^ ^ „, such a5 „ aM or 

acid esters of sorbitan and mixtures thereof. ^ ^ 

Besides inert diluents, the oral commons may *o-*tad J 
wetting agents, emulsifying and suspending agents, sweetemng. flavonng 

' ^.n^ontotheac^ 
emoxylatedisostearyl—^^^ 

cellulose, aluminum metahydroxide, bentomte, agar-agar, and g 

prepared by mixing the compounds of thus mvenuon so|id at room 

carriers such as cocoabut^ 

temperature but liquid at body temperature and therefore melt 

and release the active compound. Ministered in the form of 

Compoundsofthepresentinventioncanaisc ^"Z^^or 

other lipid substances. Liposomes are formed by ™J ° phvsiologica lly acceptable 

crystals that are dispersed in an aqueous mechun, compositions 
and metabolite 1^^ 
30 inUposomeformcancont.nina^ 
■ preservatives, excipients, and the like. The preferred lip 
phosphatidyl cholines (lecithins), both natural and synthetic. 
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Methods to form liposomes are known in the art. See, for example, Prescott, Ed. t 
"Methods in Cell Biology," Volume XIV, Academic Press, New York, N.Y. (1976), p. 33 et 
seq. 

Compounds of the present invention may also be coadministered with one or more 
5 immunosuppressant agents. The immunosuppressant agents within the scope of this 
invention include, but are not limited to, IMURAN® (azathioprine sodium), brequinar 
sodium, SPANIDEN® (gusperimus trihydrochloride, also known as deoxyspergualin), 
mizoribine (also known as bredinin), CELLCEPT® (mycophenolate mofetil), Cyclosporin A 
in its various formulations (NEORAL®, SANDIMMUNE®, and generic formulations), 

10 PROGRAF® (tacrolimus, also known as FK-506), RAPAMUNE® (sirolimus also known as 
rapamycin),and leflunomide (also known as HWA-486), glucocorticoids, such as 
prednisolone and its derivatives, antibody therapies such as orthoclone (OKT3) and 
Zenapax®, and antithymyocyte globulins, such as thymoglobulins. 

Dosage forms for topical administration of a compound of this invention include 

15 powders, sprays, ointments and inhalants. The active compound is mixed under sterile 

conditions with a pharmaceutically acceptable carrier and any needed preservatives, buffers or 
propellants that can be required. Opthalmic formulations, eye ointments, powders and 
solutions are also contemplated as being within the scope of this invention. 
Actual dosage levels of active ingredients in the pharmaceutical compositions of this 

20 invention can be varied so as to obtain an amount of the active compound(s) that is effective 
to achieve the desired therapeutic response for a particular patient, compositions, and mode of 
administration. The selected dosage level will depend upon the activity of the particular 
compound, the route of administration, the severity of the condition being treated and the 
_ condition and prior medical history of the patient being treated. However, it is within the skill 

25 of the art to start doses of the compound at levels lower than required to achieve the desired 
therapeutic effect and to gradually increase the dosage until the desired effect is achieved. 
Generally dosage levels of about 1 to about 50, more preferably of about 5 to about 20 mg, of 
active compound per kilogram of body weight per day when administered orally to a 
mammalian patient. If desired, the effective daily dose can be divided into multiple doses for 

30 purposes of administration, e.g. two to four separate doses per day. 

Preparation of Compounds of this Invention 
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u+ ^ared bv a variety of synthetic routes, 
^compounds of this ^^7^L- Rl .jLR3.«4.R5.I*aB 
Representative procedures are shown in Schemes 
* and E are defined above unless otherwise indicated. 



fthhreviations 

that follow mt THF for tcttahydrotatn. DMF *W» di( ! c , otoyk:a *odiimidr, EDC 

,0 benzotriazol-yl-N,N,NN-tetrameinyi purch ased from 

Aldrich Chermcal Company (Milwaukee, WI) Maybndg ^ 
Cornwall, U.K.), Lancaster (Windham, NH). Sigma (S, Louis, MO), AC 

(Mannheim, Germany). 

CompoundsofPormulalare^ 

etc. The small-case letters (-a, -b. an > idon o{ me pyrazole or 
.e.spositionofthesubsdtuen^ 
20 triazole ring as defined in the schemes 1-12 pterin 

Formula 1 are further designated by a capital letter (A, B, C etc). 
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Scheme 1 



H 2 ^ 



N— Q-N0 2 




Example a (4-nitrophenylhydrazine) 



Example (i)-a A (Q is 1,4-disubstituted phenyl) 
Example (i)-b A (Q is 1,3-disubstituted phenyl) 
Example (i)-c A (Q is 1,2-disubstituted phenyl) 
Example (xviii)-a A (Q is L4-disubstituted pheny 



Example b (3-nitropbenylhydrazine) 



Example c (2-mtrophenylhydrazine) 




,N-Q-NH 2 



Example (xix)-a A (Q is 1,4-disubstituted phenyl) 
Example (xx)-a A (Q is 1,4-disubstituted phenyl) 
Example (xxi)-a A (Q is 1,4-disubstituted phenyl) 



Example (i)-aB (Q is 1,4-disubstituted phenyl) 

Example (i)-bB (Q is 1,3-disubstituted phenyl) 

Example (i)-c B (Q is 1,2-disubstituted phenyl) 

Example (xviii)-aB (Q is 1,4-disubstituted phenyl) 

Example (xix)-a B (Q is 1 ,4-disubstituted phenyl) 

Example (xx)-a B (Q is 1,4-disubstituted phe'nyl) 

Example (xxi)-a B (Q is 1,4-disubstituted phenyl) 
5 As shown in Scheme 1, the two-step construction of the 1 ,4- ("-a"), 1,3- f-b"), and 

1,2-disubstituted f-c") anilines that served as precursors to compounds of Formula I began 
with condensation of 1,4-, 1,3- or 1,2-nitropbenylhydrazine ("a," "b," and "c" respectively) 
with appropriately substituted 2,4-pentanediones in the presence of an acid catalyst such as p- 
toluenesulfonic acid, HC1, or H 2 S0 4 to provide nitro intermediates (i)-a A, (i)-b A, (i)-c A, 
10 (xviii)-a A, (xix)-a A, (xx)-a A, and (xxi)-a A. Conversion of the nitro intermediates to the 
corresponding aniline precursors (i)-a B, (i)-b B, (i)-c B, (xviii)-a B, (xix)-a B, (xx)-a B, and 
(xxi)-a B was accomplished with hydrogen gas in the presence of a catalyst, preferably 
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Scheme 2 



Example a 




N ► 



N 0 

OCH 2 CH 3 



R 2 



R 2 

Example (xxiii)-a A 
OH 



N- 



Example (xxiii)-aB Example (xxiii)-a C 
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Scheme 3 



R2 r 3 R w R3 



R2 ,R 3 



N0 2 

Example (xxii)-a A 



Example (xxii)-aB 
As shown in Scheme 3, an alternative route to aniline precursors was direct 
displacement of a leaving group, preferably fluoride, from 4-fluoronitroben2ene by the 
sodium salt-of a preformed, substituted pyrazole ring followed by conversion of the mtro 
intermediate (xxii)-a A to aniline precursor (xxii)-aB with reducing agents such as those 
described in Scheme 1. 
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Scheme 4 






Formula I 




-L 3 - is -NHC(O)- 


Example (i)-a B (Q is 1 ,4-disubstituted phenyl) 


Example (i)-a 


Example (i)-b B (Q is 1,3-di substituted phenyl) 


Example (i)-b 


Example (i)-c B (Q is 1,2-disubstituted phenyl) 


Example (i)-c 


Example (xviii)-a B (Q is 1,4-disubstituted phenyl) 


Example (xviii)-a 


Example (xix)-a B (Q is 1,4-disubstituted phenyl) 


Example (xix)-a 


Example (xx)-a B (Q is 1,4-disubstituted phenyl) 


Example (xx)-a 


Example (xxi)-aB (Q is 1,4-disubstituted phenyl) 


Example (xxi)-a 


Example (xxii)-a B (Q is 1,4-disubstituted phenyl) 


Example (xxii)-a 


Example (xxiii)-a C (Q is 1,4-disubstituted phenyl) 


Example (xxiii)-a 



5 As shown in Scheme 4, conversion of the aniline precursors to compounds of Formula 

_ -I was achieved by treatment of the anilines exemplified by examples (i)-a B, (i)-b B, (i)-c B, 

(xviii)-a B, (xix)-a B, (xx)-a B, (xxi)-a B, (xxii)-a B, and (xxiii)-a C with acid chlorides in the 

presence of base such as triethylamine, diisopropylethylamine or pyridine in dichloromethane. 

The same aniline intermediates may be reacted with carboxylic acids in dichloromethane in 
10 the presence of coupling agents such as DCC, HBTU or EDC with DMAP, preferably EDC 

with DMAP. 
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Scheme 5 

R3 R4 

(i)-aB *■ L ,N-Q-L 3 -B 

Formula I 
Example (ii)-a -L 3 - is -NHC(0)NH- 
Example (iii)-a -L3- is -NHS0 2 - 



Example (vi)-a -L 3 - is -NH(CH2) m - 
As show, in Scheme 5, conversio* of Ex^pfc B «o co^poonos « » 
eicmp.ifKo by camp.* OH 0KK - «K « «*«- » 

agents, respectively. 
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Scheme 6 



R3 

L .NH + 




R J-/A|> N ° 2 — " 

R4 is hydrogen; 

R5 isalkoxycarbonyl((x)-aB); 

haloalkyl ((xi)-a A and (xii)-a A); 
halo ((xiii)-a A and (xvi)-a A); 
alkyl ((xiv)-a A); 
alkoxy ((xv)-a A); or 
substituted heterocycle ((xvii)-a A) 



R 2 

Ri 



X N ~Q~ NH2 



R 5 



R 5 

Formula I 
L 3 is -NR 6 C(W)-; 
R 6 is H; and W is O 
R 5 is alkoxycarbony]((x)-a); 

haloalkyl ((xi)-a and (xii)-a ); 
halo ((xiii)-a and (xvi)-a ); 
alkyl ((xiv)-a ); 
alkoxy ((xv)-a ); or 
substituted heterocycle ((xvii)-a ) 

As shown in Scheme 6, the displacement and reduction chemistry described in 
Scheme 3 for the synthesis of the aniline precursors (where R4 and R5 are hydrogen) was also 
employed for the synthesis of aniline precursors where at least one of R4 and R5 is other than 
hydrogen. Anilines (x)-a C, (xi)-a B, (xii)-a B, (xiii)-a B, (xiv)-a B, (xv)-a B, (xvi)-a B, and 
(xvii)-a B were then converted to compounds of Formula I (exemplified by (x)-a, (xi)-a, 



R 5 is alkoxycarbonyl((x)-a C); 

haloalkyl ((xi)-a B and (xii)-a B); 
halo ((xiii)-a B and (xvi)-a B); 
alkyl ((xiv)-a B); _ _ _ _ _ . - 
alkoxy ((xv)-aB); or 
substituted heterocycle ((xvii)-a B) 
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(xiiR (xiii)-a, (xivK (xv)-a, (xvi)-a, and (xvii)-a by the coupling conditions described in 
Scheme 4. 
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Scheme 7 




Formula I 

Example (iv)-a 

L 3 is-NR 6 C(W)-; 

R6isCH 3 ;andWisO 
Compounds with modified, preformed linker groups are exemplified in Scheme 7 
Compounds of Formula I (exemplified by Example (i)-a ) were alkylated at the amide bond 
nitrogen with methyl iodide in the presence of base, preferably potassium hydroxide to 
provide compounds of Fonnula I exemplified by Example (iv)-a. 
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Scheme 8 




R 3 

Formula I 
-L 3 -is-C(0)NH- 



(v)-a 

As shown in Scheme 8, compounds of Formula I derived from intermediates other 

pyrazole ring from ethyl 4-hydrazinobenzoate according to Example (^h°d 1) 
viHed ExLole (v)-a A which was then hydrolyzed to carboxyhc acid (v)-a B with base, 

treatment with amines in the presence of a base such as pyridine or tnethylamme. 
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Scheme 9 



(vii)-a A R 5 

Formula I 

(vii) -a 

L 3is-(CH 2 ) m NR r ; 
- ^8 is hydrogen; and 

m is 1 
and 

(viii) -a 

- L 3 is-C(H)=N- 
As shown in Scheme 9, Example (v)-a A was converted to aldehyde (vii)-a A by 

(Sample (v„)- a and Example (viii)-a, respectively by Method 13). 
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Scheme 10 

(vii)-aA + B-POPh^f * L ^-Q-LsrB 
(ix)-aA K1 R 5 

Formula I 
(ix)-a 

L 3 isZandEalkenylene 
As shown in Scheme 10, treatment of Example (vii)-a A with ylides such as Example 
(ix)-a A also provided compounds of Formula 1 (exemplified by (ix)-a). 
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Scheme 1 1 



Ri 



N0 2 



R3 - R 3 R4 



N0 2 
(xxiv)-a A 



N'V\ L .N-Q-L 3 -B 

IX U R ' - N L 



"NH 2 R * 
(xxiv)-aB _ , T 

Formula I 

L 3 is -NHC(O)- 

(xxiv)-a 

5 As shown in Scheme 1 1, the displacement and reduction chemistry described in 

Scheme 3 for the synthesis of the aniline precursors was also employed for the synthesis of 
precursors of compounds of Formula I where Q is a heterocycle, such as pyridine, 2-Chloro- 
5-nitropyridine was converted to nitro precursor (xxiv)-a A by treatment with the sodium salt 
of 

10 a preformed, substituted pyrazole ring. Example (xxiv)-a A was converted to aniline 

intermediate (xxiv)-a B by the reduction chemistry described in Scheme 1 then to compounds 
of Formula I by the coupling chemistry described in Scheme 4. 
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10 



Scheme 12 
R3 



Example a + H3C N 



Ri 

(xxv)-a A 



Ri 

(xxv)-a B 



Ri 

Formula I 
L 3 is -NHC(O)- 
(xxv)-a 

As * Seta. .2, — io. of » s.bsU«a 



A«; ^hown m^cneme iz, cou&liuuuiwix «x 

com poun o Fo^alwasachievedby 

iTent such as those described in Scheme 1. Example (xxv)-aB was— rted to 
compounds of Formula I by the coupling chemistry described in scheme 4. 

fttimplf fi V" (i> h and (iVc 
r^nimris of Fnrmnla T where 

_i ^^drogejuJ^i^^ 

A solution of a, b, or c (1 e.uWaient), l.U,5,5,5-hexa fl uorc^ 
talents), and p-toluenesulfomc acid (1 mmol) in toluene was refluxed ^ 18 b - n 
oln-Sta* apparatus, diluted with ethyl acetate .^^^^d^ 
saturated aqueous NaHC0 3 , dried (MgS0 4 ), and concentrated. The residue was p 
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flash chromatography on silica gel with ethyl acetate/hex ane to provide the desired 
compounds. 

Example- m-a A. fiV-b A. and HVc A (Method 2^ 
5 A solution of a, b, or c (1 equivalent) and U,l,5,5,5-bexafluoro-2,4-pentanedione (L2 

equivalents) in 4M hydrochloric acid (10-12 equivalents) and ethanol was refluxed overnight 
and concentrated. The residue was dissolved into ethyl acetate, washed sequentially with 1M 
HC1 and brine, dried (Na2SC>4), and concentrated to provide the desired compounds. 
(Example (i)-a A) *H NMR (DMSO-d 6 , 300 MHz) 6 8.55-8.38 (dt, 2H), 7.78-7.74 (dt, 2H), 
10 7.17 (s.lH); 

MS (DCI/NH3) m/e 3 1 3 (reduced to aniline An MS, M+NH 4 ) + . 

(Example (i)-b A) J H NMR (DMSO-d 6 , 300 MHz) 5 8.6 (t, 1H), 8,5 (m,.lH), 8.2 (dd, 1H), 
8.0 (t, 1H), 7.9 (s, 1H); 

(Example (i)-c A) lH NMR (DMSO-d 6 , 300 MHz) 8 8.38 (dd, 1H), 8.08-7.99 (m, 4H). 

15 . . _ 

Example fiVa B. (iVbB. and (iVc B ^Method 3) 
A solution of (i)-(a, b, or c) A in ethyl acetate was treated with SnC^ (4 equivalents) 
at reflux (in some cases, the addition of concentrated hydrochloric acid (catalytic to 1 
equivalent) led to a cleaner reduction), cooled, washed with saturated NaHC03, dried 
20 (Na2SC>4), and concentrated. The residue was purified by column chromatography on silica 
gel with ethyl acetate/hexane or acetone/hexane to provide the desired compounds. 

Example fi)-a B. fifb B, and fiVc P (Method 4) _ . _ _ 

_ . A solution of (i)-(a, b, or c)~A and _ 5-10% ^palladium on carbon in ethyl acetate was 
25 hydrogenated at 1-4 atm, filtered through a short silica gel plug, and concentrated to provide 
the desired compounds. 

(Example (i)-a B) «H NMR (DMSO-d 6 , 300 MHz) 5 7,69 (s, 1H), 7.16 (d, 2H), 6.64 (d, 2H), 
5.68 (s, 2H). 

(Example (i)-b B) *H NMR (DMSO-d 6 , 300 MHz) S 7.8 (s, 1H), 7.2 (t, 1H), 6.8 (d, 1H), 6.7 
30 (s, 1H), 6.6 (d, 1H), 5.6 (s, 2H); 

(Example (i)-c B) ! H NMR (DMSO-d 6 , 300 MHz) 5 7.73 (s, 1H), 7.25 (t f 1H), 7.11 (d, 1H), 
6.84 (d, 1H), 6.6 (t, 1H), 5.27 (s, 2H). 



Example fH-a 
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r^ rrri1 ^ of Formula T (Method SI 
A solution of (i)-a B (1 equivalent), B-C(0)C1 (2 equivalents), and poly vinylpynd.ne 

M additional 2 bows, elored through a sihca ge, plug ace.o» ^ ^ 
residue was purified by flash chromatography o. site gel .0 provide Che dearred comp 

^ample fiVa 
^^ rn , n H. of Formula I (MetiiadJl 

*"r bl Tt™t^n "XTea^ «lbe. d«ed w,,h erhyl 
rr^r^^C0 3 a„d 8 ,MHC,ar.deonce tm ,ed. Theresas 

purified by flash chrornatography on silica gel » P»vide the desired compounds. 

Example (i)-a B (1 equivalent), the appropriate carboxylic add (B-C0 2 H 
• , ^ am ,FDC(l 15 equivalents), and DMAP (catalytic to 1 equivalent) in 

and 60 -C, e«d with IN hydrochloric ac,d and water, dned (Na 2 S0 4 > 
^residue w^ponfied by flash cbro^rography on silica gel ,o prov.de*. desrred 

compounds. 

Fvample fiVb 

. ac .„ PxamDle QVa B (Method 5, 6, or 7) to provide 
Example (i)-b B was processed as in Example w a o ^ 

30 the desired compounds. 

Fvample (P-c 
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R L and R 2 are CFv. R2 ^ H: Z is carbon: O is L2-disubstituted phenyl: R^anri R< are 
hydrogen: L 2 is -NfR^CfWl where W is Q and R £ is H 
Example (i)-c B was processed as in Example (i)-a B (Method 5, 6, or 7) to provide 
the desired compounds. 

Example fiiVa (Method 8) 
Compounds of Formula I where 
El and R3 are CF^; R2 *$ *fr Z is carbon; Q is 1.4-flisubstituted phenyl; IR^and Rs_are 
hydrogen; La is -NfRfi)CfQ)NfRzV w te rc Bfi and R 2 are H 
A mixture of (i)-a B (1 equivalent) and an isocyanate (B-N=C=0, 1 equivalent) in 
toluene was stirred at room temperature for 18 hours. The precipitate was collected by 
filtration, rinsed with a nonpolar solvent, preferably toluene or hexane, and dried to provide 
the desired compounds. 

■ - - - Example fiiiVa (Method 9) 

Compounds of Formula I where 
Rj _ and are CF-*: R2 * s H : z i s carbon: O is 1 .4-disubstituted phenyl: R^and R5 are 
hydrogen: is -NR^SfQ) E -. p is 2 and R* is H 
A mixture of (i)-a B (1 equivalent), a sulfonyl chloride (B-SC^Cl, 1-1.2 equivalents) 
and pyridine (3-4 equivalents) in dichloromethane at room temperature was shaken or stirred 
for 18 hours and purified by extractive workup or flash column chromatography on silica gel 
to provide the desired compounds. 

- - Exam ple (jj vVa (Method 10) 

Compounds of porrnula I where 
R ^ and R3 are CF2: R2 is H: 2 is carbon: Q is 1. 4-disubstituted phenyl: R^and Rs are 
h ydrogen; La js -Nf Rfi)C(W)-; W is Q; and R$ is m ethyl 
A solution of Example (i)-a (1 equivalent) and iodomethane (4 equivalents) in THF 
was treated with KOH powder (5 equivalents), heated to reflux for 6 hours, cooled to room 
temperature (or stirred at room temperature for 20 hours), filtered and concentrated. The 
residue was purified by flash chromatography on silica gel to provide the desired compounds. 



Example (V)-a 
Compounds of Formula I where 
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m9gm ^L 1 j !L ^SSmm= : W is 0; and E(^ H 

F^pWvVaA 

nentanedione (1.1 equivalents) in 4M HCfcthanol were heated to refta for 18 hoars and 

plllg with .0 provide , M UJ ( , 

1H NMR (300 MHz, DMSO-d 6 ) 5 8.17 (4 2H), 7.91 (s, in;, #.o v 



10 3H). 



15 



20 



25 



pv^^ple. M-aB 
A solution of EKtunple <v,.» A (1 equivalent, - NaOH (5 

^^.o^for,^ — ^"CS,: 0 

pH-4. and extracted with diethyl ether. The extract was w«u 
and concentrated to provide the desired compound 

1H NMR (DMSO-d 6 , 300 MHz) 5 13.4 (bs, 1H), 8.15 (d, 2H), 7.88 (s, 1H). 7.77 (d, 

Fy"ip1<T- fvVa C 
rnm pnunds nf Formula I 
A soluuon of Example (v)-a B ( > equivalent, in thionyl chioride (22 equivalents, was 
heated to reflux for 3 hours and concentrated. 

F-rnmpM-'V* (M^hod 111 

E^pie (,,-a C ,n d,c.h>o,o»eu»n» was treated wnh amine (H2N-B, 1 equrvalen, .» 

provide the desired compounds. 

F-rnmpI" HVa (M rthod 
«- ff nT n 1rT H<nfF " rni ' llaTwhets 
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A slurry of Example (i)-a B (1 equivalent) and the appropriate aldehyde (B-CHO, L2 
equivalents) in dichloromethane (20 mL) was treated with a catalytic amount of 
p-toluenesulfonic acid monohydrate (0.01 equivalents), stirred at room temperature for 30 
minutes, treated with sodium triacetoxyborohydride (1.5 equivalents), stirred for 12 hours, 
5 diluted with dichloromethane, washed with brine, dried (Na2SC>4), and concentrated. The 
residue was purified by HPLC with 10% acetone/90% hexanes to provide the desired 
compounds. 

Example (ViiVa 
Compounds of Formula I where 
Rj and Ri are CFv. R2 is H: Z is carbon: Q is 1 .4-d i substituted phenyl: R^ and R< are 

hydrogen: L^ is 
-(alkylene) m NR^R^ is hydrog en, and m j$ 1 
and 

. , ^ Example (ViiiVa 

Compounds of Formula I where 
Rj and are CF?: R? is H: Z is carbon: Q is 1.4-disubstituted phenyl: % and Rs are 

-CfH)=N- 
20 

Example (vii)-a A 

Example (v)-a A (1 equivalent) in toluene at -78 °C was treated with DIBA1-H (1.5 M 
solution in toluene, 1.1 equivalent), stirred for 30 minutes, treated with water, warmed jo 
_ room.temperature, treated with 2~M sodium" hydroxide, stirred for 30 minutes, and extracted 
25 with diethyl ether. The extract was washed with brine, dried (MgSC>4) and concentrated. The 

residue was passed through a silica gel plug (70-230 mesh, 100 mL) with 20% 
acetone/hexanes then purified by normal phase HPLC with 20% acetone/hexanes to provide 
the desired compound. 

1H NMR (300 MHz, DMSO-d 6 ) 8 10.10 (s, 1H), 8.20-8.10 (m, 2H), 7.90 (d, 2H), 7.85 (s, 
30 1H); 

MS (DCI/NH3) 308 (M+NH4-H 2 0) + . 

Example fviiVa and Example (viii)-a ("Method 13) 
Compounds of Formula I 
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« ™1p rvin a A (1 equivalent) and the appropriate amine <B-NH 2 , 1.1 

-la.oeq-^dsod^ 

a mixture of the desired compounds. 



10 



15 



20 



25 



pviimple fixVa 

pvamplp. CixVa A 

' r r^iuvi substituted with substituted aryl, 1 
A solution of halide(B-Br where B is Ci-C 6 alkylsut>sutu 

„L. fitod. washed wW. - dried under vacuum u> pro«.d= 

compounds. 

equivalents) in methanol) was treated wtth Examp e (ix)-a A 1 .0 ^ ^ fa 

Iperature for 30 minutes, treated withExample (vu)-a A ^ ^ 

2h0 P U rs, cooled, -tedwithbrineandex.actedw.hd^ 

to provide the desired compounds as a mixtures of Z (major) and (mi 

Pvgmplft fxl-a 

pypmplft fxVa A 

.0 a ye"- 'Sft* s " md fW 36 h< "" S ™ ' 
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treated with acetic acid, and concentrated. The residue was dissolved in ethyl acetate, washed 
with 2M sodium hydroxide, dried (Na2S04), and concentrated to provide the desired 

compound. 

5 Example (xVa B 

A slurry of sodium hydride (1 equivalent) in DMF was treated sequentially with N- 
3,5-bis(trifluoromethyl)pyrazole (1 equivalent) in DMF and Example (x)-a A (1 equivalent) in 
DMF, heated to 45 °C for 10 hours, cooled to room temperature, treated with water, and 
extracted with ethyl acetate. The extract was washed with 1M HC1, dried (Na2SC>4), and 

10 concentrated. The residue was purified on silica gel with 20-70% ethyl acetate/hexanes to 
provide the desired compound. 

l U NMR (300 MHz, DMSO-d 6 ) 5 8.76-8.64 (m, 2H) 8.17 (d, 1H), 7.94 (s, 1H), 3.70 (s, 3H). 

Example 00-3 C 

15 Example (x)-a B was processed by Method 3 to provide the desired compound, 

mp 45-47 °C; 

] H NMR (300 MHz, DMSO-d 6 ) 6 7.6 (s f 1H), 7.20 (d, 1H), 7.13 (d, 1H), 6.76 (dd, 1H), 5.92 
(s, 2H), 3.46 (s, 3H). 

20 . Example fxVa Compounds of Formula I 

Example (x)-a C was processed by Method 5, 6, or 7 to provide the desired 
compounds of Formula I. 

- - - - Example (xi)-a 

25 Compounds of Formula! where 

R l and are CF^: R2 is H: Z is carbon: O is L4-disubstituted phenyl; R a is hydrogen; R^ is 
CF r. Li is -NfR^CfWV. W is O: Ra is hydrogen 

Example (xO-a A 

30 4-Bromo-3-trifluoromethylnitrobenzene was processed as in Example (x)-a B to 

provide the desired compound. 



Example (xO-a B 

Example (x)-a A was processed by Method 3 to provide the desired compound. 
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,HN M R(DMSO*300MH l ) 8 7.7 8 (s,,H,.7,<4.H,.7.03 ( d, 1 H,,6. 8 4<d d ..H,,6. 25 

.(s,2H). i 

y~ m ?'* fr"-^-™™™^ of Formula I 
Example (xi)-a B was processed by Method 5, 6, or 7 to provide the deared 
compounds of Formula I. 

Fvampte (xiiVa 
g ^o UJ tdg_ofForrnn1a I where 

pvomplp.rxiiVaA 

^luoro-l-trifluoromethylnitrobenzene was processed as in Example (x)-a B to 
15 provide the desired-compound. 

a u v UPthod 3 to provide the desired compound. 
Example (xii)-a A was proces d b, ^Method 3 to p ^ ^ ^ ^ 

1H NMR (DMSO-d 6) 300 MHz) 8 7.75 (s, 1H), 7.6 (a, 1HJ, 
20 (s.2H). 

Exairsjlejxii}^^ 
E xa m ple(x 1 i)-aBwasproc eS sedbyMethod5 > 6,or7toprovidethedes ir ed 

compounds of Formula I. 

25 

fv ample. fxiiiVa 
nnmnnimris "f Pnrmnla I where 

30 Fvomplp. fxiiiVa A 

^oo^^ben^ was passed as provided 

desired compound. 
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Example (xiiiVa B 

Example (xiii)-a A was processed by Method 3 to provide the desired compound. 
NMR (DMSO-d 6 , 300 MHz) 5 7.76 (s, 1H), 7.32 (d, 1H), 6.8 (d, 1H), 6,1 (dd, 1H), 6.04 

(s,2H). 

Example fxiiiVaCompounds of Fonnula I 
Example (xiii)-a B was processed by Method 5, 6, or 7 to provide the desired 
compounds of Formula I. 

Example fxjv)-3 
Compounds of Formula I where 
R j and R 2 are CFr. R 2 is H: Z is carbon: O is 1 .4-di substituted phenyl; Ra)s hydrogen: R^ is 
methyl; L 2 jg -NfR^CfW)-; W jg Q; is hydrogen 

. - » - Example fxjv)-3 A 

4-Fluoro-2-methylnitrobenzene was processed as in Example (x)-a B to provide the 
desired compound. 

Example fxivVaB 

Example (xiv)-a A was processed by Method 3 to provide the desired compound. 
!H NMR (DMSO-d 6l 300 MHz) 5 7.68 (s, 1H), 7.1 (d, 1H), 7.06 (dd, 1H), 6.68 (d, 1H), 5.4 
(s, 2H), 2.08 (s, 3H). 

---------- " ' Example TxivVaCompounds of Formula I 

Example (xiv)-a B was processed by Method 5, 6, or 7 to provide the desired 
compounds of Formula I. 

Example fxv)-a 
Compounds of Formula I where 
Rl and are CFr. R? * s Z * s ca rbon: O is L4-disubstituted phenyl: R^is hydrogen: Rg _is 
alkoxv: L 2 is -NfR^OWl: W is Q: R * is hydrogen 

Example fxvVa A 
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flash chromatography on silica gel with 1.70.30 ethyl P 
* provide the desired compound. 

FyQTnplftrxvVaB 

-a Kv Method 3 to provide the desired compound. 

,„^r3=-^^,w-<*.H,, 7 , l ,, 8 s 



(s, 3H). 



^ nnT p ( y vv a romnonnds of Fa milial 
Exa m ple(xv)-aB W a S p ro cessedbyM e thod5,6,or7topr,videthedes,ed 

compounds of Formula I. 

p v ^pte fxviVa 

CmstKmndiM^^ . 

l0 hvdioge^Jsi^^^ 

fiumrjeixvi^^ 
2)4 . Diflu oron^^ 
the desired compounds. 

mixture the desired compounds. frv ;n-aB Hxvi)-aB: 57.74 (s, 

30 1 H) ) 7. 1 9( m ,2H),6.84(dd, 1 H),5.18(s,2H)and(xv 1 0-aB: 5 7.74(s,lH),7.7_(, 
7.52 (d, 1H). 7-48 (dd, 1H). 6.94 (d, 1H), 5.95 (s, 2H). 

E xa m rjej2ffllJLand F.xample ( x ^a 
r^pny^sofFommlai 
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Example (xvi)-a B and Example (xvii)-a B were processed by Method 5, 6, or 7 to 
provide a mixture the desired compounds of Formula I which were separated by column 
chromatography. 

5 (x,viii)-3 

Compounds of Formula I where 
R_[ is Cflh: R2 is H: R^ is CF^: Z is carbon: O is 1.4-disubstituted phenyl: Rd_and are 
hydrogen: L 2 is -NfRglOWV: W is O: and R * is H 
and 

10 (xix)-a 

Rj[ is CF^: R2 is H: is CHr* Z is carbon: Q is 1 .4-disubstituted phenyl: R^and Rs are 
hydrogen: L 2 is -NfR^OWV. W is O: and Ra is H 

Example (xviii)-a A and Example (xixVa A 
15 . A solution of 4-nitrophenylhydrazine (5 g, 32.5 mmol) and 1 J,l-trifluoro-2,4~ 

pentanedione (4.97 g, 32.5 mmol) in ethanol (200 mL) was treated with concentrated sulfuric 
acid (1 mL), refluxed for 1 hour, and concentrated. The residue was dissolved in ethyl 
acetate, washed with water and brine, dried (MgSC^), and concentrated. The residue was 

purified on silica gel eluting with 3.5% ethyl acetate/pentane to provide the desired 
20 compounds. 

(xviii)-a A: *H NMR (DMSO-d 6l 300 MHz) 6 8.42 (d, 2H), 7.9 (d, 2H), 7.1 (s, 1H), 2.33 (s, 
3H) and (xix)-a A: *H NMR (DMSO-d 6 , 300 MHz 5 8.42 (d, 2H), 7.94 (d, 2H), 6.88 (s, 1H), 
2.46 (s, 3H). 

25 Example (xviju)-aB 

A solution of Example (xviii)-a A was processed by Method 3 to provide the desired 
compound. 

*H NMR (DMSO-d 6 , 300 MHz) 5 7.05 (d, 2H), 6.77 (s, 1H), 6.62 (d, 2H), 2.24 (s, 3H). 

30 Example faixVaB 

Example (xix)-a A was processed by Method 3 to provide the desired compound. 
1H NMR (DMSO-d 6 , 300 MHz) 5 7.13 (d, 2H), 6.65 (s, 1H), 6.64 (d, 2H), 5.48 (s, 
1H),2.24 (s, 3H). 
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( xviiiVa 

?v and 

fxixVa 
r^pmmris of Formula! 

to provide the desired compounds of Formula I. 

(xx Va 

. rrmrr-n^ "formula T where 
R. is r\An- R -> and T Z is rarnon, v is ^ . 

and 
(xxiVa 

r l ; [i i mn l -("^-' A "" l( "' 1 - aA , ■„ 

(4 1H),6.28 (d, 1H),2.48 (s, 3H). 



20 



25 



30 



fv^nnplp fxxVaB 



^ k„ Mpthnd 3 to provide the desired compound. 
Example (xx)-a A was processed by Method 3 to pro lH ),2.38(s, 

1H NMR (CDCI3, 300 MHz) 5 7.68 (d. 1H). 7.05 (d, 2H), 6.75 (d, 2H), 6.20 (d, 
3H). 

pv, rr ^ fxxiVaB 

a hv Method 3 to provide the desired compound. 
Example (xxi)-a A was processed by Method 3 to pro 

1H NMR (DMSO-ds, 300 MHz) 5 7.42 (s, 1H), 7.08 (dd, 2H), 6.62 (dd, 2H), 



(brs,2H),2.22(s,3H). 
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fxxVa 

Compounds of Formula I 
and 
fxxiVa 
Compounds of Formula I 
Example (xx)-a B and Example (xxi)-a B were each processed by Method 5, 6, or 7 to 
provide the desired compounds of Formula I. 

Example (xxiiVa 
Compounds of Formula I where 
Rj is CF r. R? and R ? are H: Z is carbon: Q is 1.4-disubstituted phenyl: R^and R5 arc 
hydrogen: is -NflfoOWV: W is O: and R* is H 

. - - - Example (xxiiVa A 

A solution of 3-trifluoromethylpyrazole (1 g, 7.4 mmol) in DMF (10 mL) at 0 °C was 
treated with NaH (60% in oil, 382 mg, 9.6 mmol), stirred at room temperature for 30 minutes, 
treated with 4-fluoronitrobenzene (1.04 g, 7.4 mmol), stirred for 18 hours, treated with water, 
and extracted with ethyl acetate. The extract was washed with brine, dried (MgS&O and 
concentrated. The residue was purified on silica gel with 9% ethyl acetate/pentane to provide 
the desired compound. 

*H NMR (DMSO-ds, 300 MHz) 8 8.9 (m, 1H), 8.43 (d, 2H), 8.2 (d, 2H), 7.2 (d, 1H). 

~ Example fxxiiVa B 
Example (xxii)-a A was processed by Method 3 to provide the desired compound. 
!H NMR (DMSO-d 6 , 300 MHz) 5 8.42 (m, 1H), 7.45 (d, 2H), 6.92 (d t 1H), 6.65 (d, 2H), 5.4 
(m, 2H). 

Example fxxiiVa 
Compounds of Formula I 
Example (xxii)-a B was processed by Method 5, 6, or 7 to provide the desired 
compounds of Formula I. 



Example (xxiiiVa 
-90- 



WO 99/51580 



PCT/US99/07766 



^ rrn H.nfFonnnlaIwheia 

Ri is or iJLuiHiPi " h Y H, ™ vl - 2 1 r?,Th0T1 s 1 . „ 

p v ^ r iP.fxxiin-aA 

mtroph enylhydrazine(8.3g,54 mm0 l) 1 nethanol f W ^f/^sidue was dissolved 
sulfuric acid (0.5 ml), refluxed for 25 -utes and con— d « 
in ethyl acetate, washed with brine, dried (MgS0 4 ), and concentrated pr 

3 compound. 3 (d 2R) A2 1 (q 2 H), 3.56 (s, 

1HNMR (CDC1 3 , 300 MHz) 5 9.8 (s, 1H), 8.21 (d, 2H), IUi {a, 

2H), 1.24 (t, 3H). 

F^flrT 1p (**" i '>- a B 
,' / „ a n 7 ff 24 2 mmol) in 2:1 ethanotdichloromethane 
15 . . A solution of Example ^)- iA £7* stirred at r00ffi temperature 

nnnmU was treated with anhydrous K 2 C0 3 (b./g.^ 1 " UI " h 

(300 mL) was tre ^ ^ ^ HQ extracted Wlth 

for 18 hours, and concentrated. The resume w The residue was flash 

ethyl acetate, washed with brine, dried (MgS0 4 ), and concentrated. The restdu 

Jomatographedon^^^ 
20 rNMR^MSO-d. 300 MHz) 5 8.38 (d, 2H), 8, 5 (d, 2H), 5.9 (s, 1H). 

py^r-l? ^xiiiVa C 

j K „ Method 3 to orovide the desired compound. 
Example (xxiii)-a B was g5 (s lH >, 5.4 (ra , 2H). 

^ 1 H NMR (DMSO-d 6 , 300 MHz) 5 7.24 (d, 2H), 6.62 (d, 2H), 5.85 (s, Irl >. 

Example (xxiii)-a 

Example C *. proee**. by Me.hod 5. 6, or 7 ,0 provide to 

30 compounds of Formula I. 

r^mpnnnHs of P«rmnla T where 



-91- 



WO 99/51580 



PCT/US99/07766 



5 



10 



15 



Example fYTiv). a ^ 
N-3,5-bis(trifl U oromethyl)p y razo]e was processed as in Example fx) a B but 

Example (YYiv)-q ft 



Example (xxiv)-a 

Compounrk of Formula J 



20 



25 



30 



Example fTw)-Q 
-Compounds of Formnbr^^ 

Example (xxyH ^ 

A solution of 4-nitrophenylhydrazine (2 g, 13. 1 mmol) and diacetamide (1 32 „ , , , 



Examp le fyw)- a p 

Example (xxv)-a A was processed by Method 3 to provide the desired compound. 
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,H tMt , D MSOd 6 ,300M„„ 8 7,S< 42 H,,6.7( A «». 5 -«(, 2 H,, 2 .3 5 (s,3H,,^ 

\(S t 3H). ; 

Example (xxv)-a 
r^mpmmds of FormulaJ 

compounds of Formula I. 

F^CTpleJ 

u n 1H ,1 i v i 1p hrrYn r Y r1o P ro ^ nfrarb0Xam Q 

^^^^ 

Example (i)-a B was processed as in- Example (i) v 
title compound, 
mp 204-205 °C; 

MS (DCI/NH3) m/e 381 (M+NH4> + ; 53 (d 2H) _ L81 

15 . l H .NMR-(DMSO-d 6 , 300 MHz) 8 10.52 (s, 1H), 7.79 (d, 2H), 7.78 (s. 1H). 

(m, 1H), 0.85 (d,4H). 

Ejcanplel 

NJH3Ji^tn^^ 

^nethylc^rorMie^^ 

Example (i)-a B was processed as in Example ^ 
title compound, 
mp 171-172 °C; 

MS (DCI/NH3) m/e 437 (M+NH4) + ; 7 5 (d 2H)> L3 3 (s, 1H). 1-26 (s, 

» lH NMR(DMSO-d 6 ,300MHz)87.78(s,lH),7.77(d,2H),7.5(d, 

6H),1.2(s,6H). 

Pimple 3 

ffiSlh ^^ 5. 6, or 7) to provide the 

Example (i)-a B was processed as in Example (i)-a (Method 

title compound, 
mp 143-145 °C; 
MS (ESl-)m/e445 (M-H)-; 
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5 H NMR (CDCI3, 300 MHz) 8 7.65 (d, 2H), 7.50 (d, 3H), 7.15 (s,lH), 2.35 (d, 1H), 1.65 (s, 
^3H), 1.45 (d, 1H). 

Ex ar npte4 
N-r4-r3.5-bis(trifluoromethvlVl H-^^ 

carboxamide 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6 S or 7) to provide the 
title compound, 
mp 140-141 °C; 

MS (DCI/NH3) m/e 488 (M+H) + ; 

J H NMR (DMSO-d 6 , 300 MHz) 5 8.4 (d, 1H), 7.92 (d, 2H), 7.83 (s, 1H), 7.62 (d, 2H), 6.62 
(d, 1H), 2.65 (t, 2H), 1.65 (m, 2H), 1.33 (m, 4H), 0.89 (t, 3H). 

Example 5 

N-r4-r3.5-bisftrifluoromethylVlH-^^ 

Example (i)-a B was processed as in Example (iii)-a (Method 9) to provide the title 
compound. 

MS PCI/NH3) m/e 489 (M+NH 4 )+; 

*HNMR (DMSO-d 6 , 300 MHz) 5 11.19 (s, 1H), 8.03-7.95 (m, 1H), 7.79 (s, 1H), 7.60-7.55 
(m, 1H), 7.52 (d, 2H), 7.33-7.29 (m, 1H), 7.28 (d, 2H). 

Example 6 

N-[4-r3.5-bisftrifluoromethylVlH^ - 
- Example (i)-a B' was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 146-148 °C; 
MS (ESI-) 402 (M-H)-; 

!H NMR (CDC1 3> 300 MHz) 8 7.65 (d, 2H), 7.55 (br s, 1H ) f 7.45 (d, 2H), 7.05 ( s,lH), 4.78 
(m. 1H), 2.40 : 2.20 (m, 4H), 1.80-1.60 (m, 4H). 

Example 7 

N-r4-r3^-bisrtrifluoromethylVlH-pyrazol-l-vIlphenvl1-2-methylcyclopropaneca^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 
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mp 172-173 C C; 

MS (DCI/NH3) m/e 395 (M+NH4) + ; 27 
' . H NMR (DMSO-d 6 , 300 MHz) 6 7.8 (s, 1H), 7.78 (d, 2H), 7.54 (d, 2H), 1.57 (m, 1H). 1.27 

(m, 1H), 1.12 (d, 3H), 1.05 (m, 1H), 0.7 (m, 1H); 

5 

Exam ple 8 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 

10 title compound, 
mp 152-153 °C; 

MS (DCI/NH3) m/e 551 (M+H) + ; ■ ' , nxJ , n « 

£ NMR (DMSO-d*. 300 MHz) 8 10.45 (s, 1H), 7.95 (d, 2H). 7.82 (,, 1H>. 7.6 (d, 2H), 7.5 

(t, 1H), 7.47 (d, 1H), 7.4 (d, 2H), 6.15 (d, 1H). 

15 

Example 9 

rarhnxamide 

Example (i)-a B was processed as in Example (»-a (Method 5, 6, or 7) to provide the 

20 title compound, 
mp 108-1 10 °C; 

2.63-2.45 (m, 1H), 2.20-1.85 (m, 4H), 1.60-1.60 (m, 1H), 125 (s t 3H). 

25 

Exam ple 10 

H^^^ method 5, 6, or 7) to prov.de the 

title compound. 
30 mp 174-175 °C; 

MS (DCI/NH3) m/e 407 (M+NH4) + ; 

l H NMR (DMSO-d 6 , 300 MHz) 5 9.95 (,, 1H). 7.90 (d, 2H), 7.79 (s, 1H), 7.5, (d, 2H), 6.78 
(m, 1H), 2.64-2.46 (m,4H), 1.93 (m, 2H). 
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Examp le 1 1 



5 mp 145-147 °C; 

MS (DCI/NH3) m/e 436 (M+H) + ; 

m, 1H), 2.45 -2.25 (m, IH), 2.15-1.85 (m, 8H), 1.8-1J ( m> ffl). 



10 



- Examp le 1? 

ataaiMi..^.,,,,,-,.! ■ mn in 

15 mp.220-22J °C; 

MS (DCI/NH3) m/e 379 (M+NFi,)*- 

'H NMR (DMSO-d6, 300 MHz) 5 7^82 (s, 1H), 7.79 (d, 2H), 7.57 (d, 2H), 2.08 (s, 3H). 

Example 1 3 
benzoate 

co m po U nr Ple aH B " " " ^ (ii) " a (MCth0d 8 > 10 ^ ^ title 

mp.2LU212-°C-; 

25 MS(DCM«l3)ni/e504(M+NH4)+- 

;HNMR(DM S o. d6 , 300MH 2)59 :o 9(s , 1 H),8,6(UH),,10( S ,lH),7,8(d,4H)795 
(dt, 1H), 7.84 (d, 2H), 4.68 (q, 2H), 1.67 (t, 3H). 



„ Example |4 

, ^^^^ 

Sample (i)-a B was processed as in Example (i)-a (Method 5, 6, 



!e 

title compound. ' ' "™* " W " 5 ' 6 ' w 7) t0 P rovide ^ 

mp 206-207 °C; 

MS (DCI/NH3) m/e 390 (M+H)+; 
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1H NMR (DMSCM6. 300 MHz) 8 10.25 (s. 1H). 8.43 (s, 1H), 7.95 (d, 2H). 7.83 (s, 2H), 7.6 
Jd,ZH),7.03(s,lH). 

Example 11 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 194-195 °C; 

MS (DCI/NH3) m/e 476 (M+NH4) + ; 
10 1H NMR (DMSO-de, 300 MHz) 5 10.95 (s, 1H), 8.04 (d, 1H), 7.95 (d, 2H), 7.85 (d, 1H). 7.82 

(s, 1H), 7.64 (d, 2H,), 7.6 (t, 1H). 2.48 (s, 3H). 

f.x ample 16 

N r„ p ^ j e ^fl„nrnn 1 ,,hvl V1H - p v ra7ol-1 -vnpheny1l-N--( 3-r vRnoph e nvl)u re a 
15 . - ExampleW-aBwasprocessedasinExampleaiVaCMethod^toprovidethetttle 

compound, 
mp 204-205 °C; 

MS(DCyNH 3 )ni/e457(M+NH4) + ; 

i H NMR (DMSO-d 6 , 300 MHz) 6 9.24 (s, 1H). 9.16 (s, 1H), 7.98 (t. 1H). 7.79 (s, 1H), 7.7,- 
20 7.65 (m, 3H), 7.54 (d, 2H), 7.43 (dd, 2H). 

F.xam ple 17 

y\ y p < K;^fi..»«nm B thv1V1H. n ^i-i-Y' ¥'^- 1 hvrirowrvrloprop^ecarhoxamide 
Example (i>a B was processed as in Example (i)-a (Method 5, 6, or 7) to prov,de the 
25 tide compound, 
mp 198-200 °C; 

MS (DCI/NH3) m/e 397 (M+NH4) + ; 

1H NMR (DMSO-d 6 , 300 MHz) 6 10.22 (s, 1H). 7.98 (d, 2H), 7.8 1 (s, 1H), 7.54 (d, 2H), 6.64 
(s, 1H), 1.19 (m, 1H), 1.1 (t, 2H), 1.0 (m, 1H). 

30 

F.tc ample 18 

M.f^ p s.hkftriflnnrom^ Y"- ' H-pvniTol-l mhcnyllcvcloheptanecarhoxamide 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 

title compound. 
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mp 174-175 °C; 
MS (DC1) m/e 420 (M+H)+; 
* 1H NMR (DMSO-d 6 , 300 MHz) 6 10.15 (s, 1H), 7.8 (s, 1H), 7.8 (d, 2H), 7.52 (d, 2H), 1,4-1.9 
(m, 13H). 

5 

Example 19 

N-r4-r3,5-bisftrifluoromeft^ 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 

title compound. 

10 mp 213-215 °C; 

MS(DCI/NH 3 )m/e440(M+H) + ; . 

*H NMR (DMSO-d6, 300 MHz) 6 10.87 (s, 1H), 8.05 (d, 2H), 7.86 (s, lH) f 7.85 (s, 1H), 7.86 
(d, 1H), 7.76 (d, 1H). 7.64 (d, 2H), 7.55 (t, 1H), 7.4 (t, 1H). 

15 _ .. Example 20 

N-f4-r3.5-bisfaif3uoromethyl M 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 253-255 °C; 
20 MS (DCI/NH3) m/e 457 (M+H)+; 

1 HNMR(DMSO-d 6 , 300 MHz) 8 11.95 (s, 1H), 10.58 (s, 1H), 8.03 (d, 2H), 7.64 (d, 2H), 
7.84 (s, 1H), 7.45-7.54 (m, 3H), 7.12 (dt t 1H). 

- - - - — -------- Example 21 

25 fl5VN44-r3.5-bisftrifluorom 

propenamide 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 173-175 °C; 
30 MS (DCI/NH3) m/e 460 (M+H)+; 

] H NMR (DMSO-d 6l 300 MHz) 8 10.7 (s, 1H), 7.94 (d, 1H), 7.92 (d, 2H), 7.83 (s, IH), 7.81 
(m, 1H), 7.61 (d, 2H), 7.59 (m, 1H), 7.47 (m, 2H), 6.93 (d, 1H). 



Example 22 
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2 .Ben?n vi i> ' » ™« ffl.nufrthodS 6 or 7) to provide the title compound. 

(i)-a B was processed as in Example (i)-a (Method j, o, or /; v 

*mp 204-205 °C; 

MS (DCI/NH3) m/e 521 (M+NH4) + ; „ 
7.42 (d,2H), 7.35-7.22 (m,4H). 



10 



15 



F r E?mple 23 

rr~ P-th i ^ P ^imidarolM-pentanam ids 
Example (i)-a B was processed as in-Example (i)-a (Method 5, 6, or 7) to provide the 



title compound, 
mp 185-186 °C; 



MS (ESI) m/e 522 (M+H) + ; , m ..., M 779(s 1H ) 7.53 (d, 2H), 6.41 

l H NMR(PMSO-d 6 , 300 MHz) 5 10.22 (s, 1H), 7.8 (d, 2H), I . 

(s, 1H), 6.33 (s, !H), 4.31 (m, 1H). 4.15 (m, 1H), 3.14 (m, 1H), 2.83 (dd, 1H), 2.59 (d, IB), 



2.37 (t,2H), 1.35-1.7 (m,6H). 



158406 Ejtanjp_le_24 

title compound. 

J5 ^(DM^SOOMH*) 5 1H), 8.23-8.10 (m, 1H, 8.07-8.03 *<*.™ 

(s,lH), 7.86-7.72 (m,4H); 

MS (DCI/NH3) m/e 451(M+NH4) + . 

Exam ple 25 

title compound, 
mp 192-193 °C; 

MS (DCI/NH3) m/e 543 (M+NH 4 ) + ; 
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. ^ (DMS0 ^' 3M "** 8 « "* » 7* «, ,H, , H tt 2H) , 7 . 37 



Examp jp. 96 
carboxamiHp 

MS (PCUtm&mk 433 (M+NH4)+- 

1.34(s, 2H). 3 05 (m ' 1H >' 2 -«9(s,lH), 1.88-1.80 (m, 1H). 1.43 (dd, IH), 



Examp le 97 

MS (DCI/NH3) n/e 437 (M+NH4)+- 

Example 9g 





25 p , idJc&en ^ffi^^ 

Example (i)- a B was processed as in Example (i)- a (Method 5 fi nr ^ , 
title compound. (Meuiod 5, 6, or 7) to provide the 



mp 158-160 °C 

MS (DCI/NH 3 ) m/e 515 (M+H)+; 



. ssaaKKSBssssr- 

Example 7Q 
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Example (i)-a B W as processed as in Example (i)-a (Method 5. 6, or 7) to provide the 

title compound. 
* mp 177-178 °C; 

MS fDCI/NIM m/e 421 (M+NH4) + ; ^ ttx 
s « N ^^,300MH 2 ,57. 9 l( 4 m»(,l»,7.63(d,2H,,5.80< S ,2H,.2.75 

(m, 1H). 2.35-2.20 (m. 2H), 2.22-1.97 (n, 2H), 2.05-1.99 (m, 1H). 1.77-1.62 (m, 1H). 

Trample 30 

^.wtHflnnrnmemvlVlI^^ 
Example (v)-a C was processed as in Example (v)-a (Method 1 1) to provide the txtle 

compound, 
mp 194-195 °C; 

MS (DCI/NH3) m/e 417 (M+H) + ; im18 ,,, 7H17 o 
l H NMR (DMSO-d*. 300 MHz) 8 10.58 (s, 1H). 8.15 (d, 2H), 7.9 (s, 1H). 7.81 (d. 2H). 7.8 

15 (d,2H),7.23(t,2H). 

Example 31 

Example (i)-a B was processed as in Example (ii)-a (Method 8) to provuie the utle 

20 compound. 

mp 203-204 °C; 

MS (DCI/NH3) m/e 477 (M+NH4) + ; 

NMR (DMSO-d 6l 300 MHz) 5 9.42 (,, 1H). 9.38 (s, 1H), 8.58 (t, 1H), 7.84 (d, 1H). 7.80 

(s, 1H), 7.77 (d, 1H), 7.70 (d, 2H), 7.60 (d, 1H), 7.53 (d, 2H). 

25 

F x am ple 32 

Example (i)-a B was processed as in Example (ii)-a (Method 8) to provide the talc 

compound. 
30 mp 201-202 °C; 

MS (DCI/NHO m/e 450 (M+NH4> + ; oTTS 
mNSMSO.d 6 ,300MH 2 ) 8 9. 5 0( S ,lH).9.2.(s, 1 H ) , 8 .19<s.lH,,8.07(d.2H),7.96- 

7.83 (m, 4H), 7.55 (t, 2H). 
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Example 33 

N4443.5-bis(trifluoromethy^^ 

Example (i)-a B was processed as in Example (ii)-a (Method 8) to provide the title 
compound. 
5 mp 210-212 °C; 

MS (DCI/NH3) m/e 5 1 6 (M+NH4>+; 

1H NMR (DMSO-d 6) 300 MHz) 5 9.11 (s, 1H), 9.01 (s, 1H), 7.78 (s, 1H), 7.67 (d, 2H). 7.59 
(d, 2H), 7.53 (d, 2H), 7.31 (d, 2H). 

10 Example 34 

N-f443.5-bisftrifluoromethylVlH-pyr^ 

Example (i)-a B was processed as in Example (ii)-a (Method 8) to provide the title 
compound. 
mp>230 °C; 
15 . MS (DCI/NH3) m/e 460 (M+NH4)-*-; 

J H NMR (DMSO-d 6 , 300 MHz) 8 9.03 (s, 1H), 8.66 (s, 1H), 7.80 (s, 1H), 7.65 (d f 2H). 7.50 
(d, 2H), 7.09 (s, 2H), 6.65 (s, 1H), 2.24 (s, 6H). 

Ex a mple 35 

20 N-r4-r3.5-bis(trifluoromethylM 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 

mp 109-1 10 °C; _ _ _ _ _ 

MS(DCI/NH 3 ) m/e-395-(M+NH4) + r " ~" 
25 l U NMR (DMSO-d 6 , 300 MHz) 5 9.47 (s, 1H), 7.86 (d, 2H), 7.79 (s, 1H), 7.53 (d, 2H), 1.43 
(s, 3H), 0.92 (m, 2H), 0.68 (m, 2H). 

Example 36 

N-r4-r3.5-bisf f trifluoromethylVlH-pyrazol-l-ynphenyll-N-phenylurea 
30 Example (i)-a B was processed as in Example (ii)-a (Method 8) to provide the title 

compound, 
mp 185-187 °C; 

MS (DCI/NH3) m/e 432 (M+NH4)+; 



-102- 



WO99/51580 



PCT/US99/07766 



l H NMR (DMSO-d 6 , 300 MHz) 5 9.07 (s, 1H), 8.81 (.. 1H), 7.80 (s, 1H), 7.66 (d, 2H), 7.52 
% (d, 2H), 7.49 (d, 2H), 7.30 (t, 2H). 7.00 (t, 1H). 

Exam ple 38 

, y r, p ,_ wMnm rr^)-^ 

Example (i)-a B was processed as in Example (ii)-a (Method 8) to provide the trtle 

compound, 
mp 193-196 °C; 

MS (DCI/NH3) m/e 480 {M+NH4) + ; 
,0 IH NMR (DMSO-d 6( 300 MHz) 5 9.39 (s, 1H), 8.28 (s, IH), 7.78 (s, IH), 7.72 (t, IH), 7.67 

(d, 2H), 7.52 (d, 2H), 7.22- 7.15 (m, 2H), 2.31 (s, 3H). 

Exam ple 39 

fl f1 r « ^hvn-I H r^ r mnl-l -Ynphenvll N -.T/l- fMityloxvphenvl)ur ea 

15 . . Example (i)-aB was processed as in Example (ii)-a (Method 8) to provide the trie 

compound, 
mp 193-196 °C; 

MS (DCI/NH3) m/e 504 (M+NH4) + ; 

i H NMR (DMSO-d 6 , 300 MHz) 8 9.10 (s, IH), 8.71 (». 1H). 7.91 (s. 1H), 7.77 (d, 2H), 7.63 
20 (d, 2H), 7.49 (d, 2H), 7.01 (d, 2H). 4.06 (t, 2H), 1.83-1.78 (m, 2H), 1.57-1.53 (m, 2H). 1.06 (t, 
3H). 

F.xample 40 

25 Example (i)-a B was processed as in Example (ii)-a (Method 8) to provide the title 

compound, 
mp 235-236 °C; 

MS (DCI/NH3) m/e 49 1 (M+NrL0 + ; 

l H NMR (DMSO-d 6l 300 MHz) 5 9.46 (s. IH), 8.46 (s. IH), 8.05 (dd, IH), 7.79 (s. IH), 7.68 
30 (d, 2H), 7.60 (dd, IH), 7.54 (d, 2H), 7.43 (t, IH), 2.3 1 (s, 3H). 

Sample 41 
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Example (i)-a B was processed as in Example (ii)-a (Method 8) to provide the title 
^ compound. 

mp 229-230 °C; ' 
MS(ESI-)m/e492(M-H)- 

(s.lH), 7.70 (d,2H). 7.57 (d,2H). 

Example 49 

compound B ^ Pr ° CeSSed " " EXamp,e (ii) " a (Meth ° d 8) to P r ° vide the title 

mp 230-23 1 °C; 

MS (DCLWH 3 ) m/e 474 (M+NH4)+; 

>H NMR (DMSO-d,, 300 MHz) 8 9.26 (s, ,H), 9.21 (,, IE), 7.93 (d, 2H), 7.81 (s 1H) 7 68 
15 ■ (d, 2H), 7.61 (d, 2H). 7.54 (d, 2H), 2.55 (S, 3H). 

Example 4^ 

20 compound ^ Pr ° CeSSed " " &H (M * tod 8) t0 ^ tfac 

mp 213-214 °C; 
MS (ESI-) m/e 472 (M-H)-; 

<H NMR (DMSO-d 6) 300 MHz) 8 10.13 (,. 1H), 9.56 (s, 1H), 8,4 (d, 1H), 7.93 (d 1H) 7 81 
< s ' lH),-7,68-(d, 2H), 7.57-7.53 (m,3H), 2.37 (s 3H) ' " " " " 

25 

Example. 44 

mm^^m « m ...... , , , , 

30 mp 200-202 °C; 

MS (DCI/NH3) m/e 437 (M+NH^- 

!™ (DMS0 * 300 MH *> 5 ^ «• ™ <* ih). 7.s ( , ,„,. 7 . 6 M . 2H) , 7 . 0 (d 

Ltl), 3.3 (s, 3H). 
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Ryam ple 45 

-iiTTT°^y1r hpnvnurea . . 

Ex.mp.e (.)-» B was passed as i, Ex^le (i.H (Method ») to prov.de *. «.« 

5 compound. 
mp>230°C; 

MS m/e (ESI-) m/e 519 (M-H)"; 7 65 (d 2H)) 7 . 48 

l H NMR (DMSO-d 6> 300 MHz) 8 9.20 (s, 1H). 7.93 (s, 1H). 7.79 (s, m;, 

(d,2H), 7.33 (S,1H), 2.22 (s,6H). 
10 Example 46 

t . n ,„ ii , r11rtiri1v ii-/t-fiF-r vrro1 - 1 - vnhe " 7 ™ e 

"t^B^pl^^^ 
title compound. 
15 mp 249-252 °C; - 

MS (DCI/NH3) 482 (M+NH4) + ; gl (d 2H) _ 

l H NMR (DMSO-d*. 300 MHz) 5 10.58 (br s, 1H). 8.04 (d, 2H), 8.01 (d, 
7.80 (s, 1H), 7.61 (d, 2H), 7.56 (t, 2H), 6.37 (t, 2H). 

Trample 47 

compound, 
mp 129-130 °C; 

25 MS (DCI/NH3) m/c 454 (M+NH4> + ; 2H) 2 60 

1 H NMR (DMSO-d 6 , 300 MHz) 5 7.58 (d, 2H), 7.45 (s, 1H), 7.40 (d, 2H), 3. 

(quintet, 4H), 1.40-1.25 (m,6H), 0.90 (t,3H). 

Fvam ple 48 

11 ^nnhr-nHi N'-(A-rhlr.rfv-2-nitronhenyl)urea 

Example B was processed as in Example (u)-a (Metnoa w v 

compound, 
mp 225-227 °C; 

MS (DC17NH3) m/e 511 (M+NH 4 ) + ; 
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*H NMR (DMSO-d6, 300 MHz) 5 9.69 (s, 1H), 8.30 (d, 1H), 8.17 (d, 1H), 7.82 (s, 1H), 7.85- 
^7.78 (m, 1H), 7.68 (d, 2H), 7.^6 (d, 2H). 

Example 49 

N-f4-r3.5- bisrtrifluoromethylVlH -pyrazol-l-y l1phenvl1-7 -meth 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 109-110 °C; 

MS (DCI/NH3) m/e 487 (M+NH 4 ) + ; 

1H NMR (DMSO-d 6 , 300 MHz) 5 8.0 (d, 2H), 7.8 (s f 2H), 7.6 (d, 2H), 7.4 (dd, 1H), 7.3 (t, 
1H),7.1 (dd, lH),4.0(s,3H). 

Example 50 

N-r443.5-bisrtrif1uoromethvlVlH-pvrazol-l-vllphenvll-N'-2-methyl-5-nitrophenyl)urea 
Example (i)-a B was processed as in Example (ii)-a (Method 8) to provide the title 
compound. 
mp>235 °C; 

MS (DCI/NH3) m/e 473 (M+H)+; 

] HNMR (DMSO-d 6 , 300 MHz) 8 9.62 (d, 1H),8.91 (d, 1H), 8.40 (s, lH),7.84(dd t 1H), 7.78 
(s, 1H), 7.70 (d, 2H), 7.55 (d, 2H), 7.50 (d, 1H), 2.40 (s, 3H). 

Example 51 

N-r443.54>is(trifluoromemyl)-lH-py^ - " 

"Examplcl29^was reduced with DIBAL-H as described in Example 107 to provide the 
title compound, 
mp 160-162 °C; 

MS (DCI/NH3) m/e 447 (M+NILO*; 

*H NMR (DMSO-d 6 , 300 MHz) 8 10.57 (s. 1H), 8.01 (d, 2H), 7.93 (s, 1H), 7.85 (d, 1H), 7.81 
(s. 1H). 7.6 (d, 2H), 7.57 (d, 1H), 7.5 (t, 1H), 5.35 (t, 1H), 4.6 (d, 2H). 

Example 52 

N-r443.5-bisftrifluoromemvlVlH-pvrazol-l-yllphenyn-2-cvanoacetamide 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. . f .^.. 
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mp 140-143 °C; 

MS (DCI/NH3) m/e 380 (M+NH4) + ; „ ( 

* iHNMR (DMSO-d 6 , 300 MHz) 5 10.6 (s, 1H), 7.8 (s, 1H), 7.7 (d, 2H), 7.6 (d, 

2H). 

5 Exam ple 53 

U jjj^hi-r (trif limr""''»t t 1 Y 1 '- 1H -P VTa7 ' 0 ' IK ^ . . . , „ „ ^ ,„ „~,iAr t\ 



title compound. 
10 mp 126-128 °C; 

MS (DCI/NH3) m/e 421 (M+NHa)*; - 2R) 5 ? (s> 

1 H NMR (DMSO-d 6 , 300 MHz) 5 10.3 (br, s, 1H), 7.8 (s, 1H), 7.8 (d, 2H), 
2H), 2.6 (m, 1H), 2.2 (m, 2H). 2.1 (m. 2H). 1-9 (m, 1H), 1.5 (m, 1H). 

Example 54 

Example (i)-a B was processed as in Example W ^ 
title compound. 

MS (DCI/NH3) m/e 437 (M+NH4) + ; - g , 1H) 7.5 (d) 2H). 2.4 (t, 

20 i H NMR(DMSO-d 6l 300MHz)512.0(br 1 s,lH),7.8(d,2H),7.8(s ) lH). 

1H), 1.9 (m, 4H), 1.4 (m, 4H), 1.3 (m. 1H), 0.9 (d, 3H). 

F.Yam ple 55 

(trifluanaii^ft bCT ^ enC!a< ^^ -.. u 

EjsmpMi) -.Bw» S p I oc« S sed 1 sinE^ ( i>»(M^M.or7) 1 oprov,d C , te 

title compound, 
mp 127-129 °C; 

MS (DCI/NH3) m/e 529 (M+NH4) + ; 3 6 ( 

30 l H NMR(DMSO-d 6 .300MHz)5 8.0(d,2H),7. 8 (s,lH),7.6(m,4H),7.5( 

3H). 

Fyymple 56 
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Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 
% mp 88-90 °C; 
MS (DCI/NH3) m/e 425 (M+NH4> + ; 

1R NMR (DMSO-de, 300 MHz) 8 10.2 (s, 1H), 7.8 (s, 1H), 7.8 (d, 2H), 7.6 (d, 2H), 2.4 (t, 
2H), 1.6 (t, 2H), L3 (m, 6H), 0.9 (t, 3H). 

Example 57 

N-r4-r3.5-bisr trifluoromethyl V 1 H-pvrazol- 1 -yllphenvll-2-phenoxybenzamide 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 

title compound. 

mp 108-109 °C; 

MS (DCI/NH3) m/e 509 (M+NfLO+i 

*H NMR (DMSO-d 6 , 300 MHz) 5 10.7 (s, 1H), 7.9 (d, 2H), 7.8 (s, 1H), 7.7 (dd ; 1H), 7.6-7.5 
• (m, 3H) f 7.4-7.3 (ra, 3H), 7.2-7.1 (m, 3H), 7.0 (d, 1H). 

Example 58 

3- Aimno-N-f4-[3.5-bisf r trifluoromethylVlH-pyrazol-l-vl1phenyl1benzamide 
Example 58 was prepared from Example 140 using a procedure analogous to that 

described for Example 59. 
mp 203-204 °C; 

MS (DCI/NH3) m/e 432 (M+NH4)+; 

*H NMR (DMSO-d 6 , 300 MHz) 5 7.98 (d, 2H), 7.80 (s, 1H), 7.58 (d, 2H),_7J8_ (t,JH), 7.13= - 
-7.07 (m,-2H); 6:80-6.74 (m/lH), 5.~34 (s, 2H)~ 

Example 59 

4- Amino-N-r4-f3.5-bisftrifluoromethvlVlH-pvrazol-l-vllphenvl1benzamide 
To 15 mL of ethyl acetate and 100 mg of Example 93 was added 8 mg of 10% 

palladium on carbon catalyst under a nitrogen atmosphere. The mixture was stirred under 
hydrogen at room temperature for 20 hours, Filtered and concentrted to provide a brown oil. 
The oil was chromatographed on silica gel with ethyl acetate/hexanes (20:80 then 30:70) to 
provide the title compound as a yellow oil. 
mp >240 °C; 

MS (DCI/NH3) m/e 4 1 5 (M+ H)+; 
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Jd,2H),5.84(s,2H). , 



^^^^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) 

title compound, 
mp 182-184 °C; 

MS (DCI/NH3) m/e 458 (M+NH^; R) 8 0 (d , 2H)l 7.8 (s, 1H). 7.6 (d, 

10 lH NMR(DMSO-d 6 ,300MHz)510.6(s,lH),8.1(d,2H), 

2H),7.3(d,2H). 

Pvample 61 

* n m nvrazoi^dHitbieeb^^ 

MJ 4 -^^^^ the 
15 . ■ ExampleC^aBwaspracessedasmExampleWaCMeth 

title compound, 
mp 181-183 °C; 

MS(DClMl3)m/e437 (M + NH4r; 7 . 8 (s , 1H),7.6 (d, 2H),7.4 (dd, 

1 H NMR (DMSO-d 6 , 300 MHz) 5 10.6 (s, 1H). 7.8 (d, 2H). 
20 lH).7.0(m,2H),3.9(s,2H). 

pimple 62 .^ti ,) rri1T ,pf ^miiift 

a ExampleB-aBwasproeessedasmExampleW 

title compound, 
mp 213-214 °C; 



1H NMR (DMSO-d 6> 300 MHz) 
30 3H), 1.9(s,6H),1.7(s,6H). 

pv ample 63 



i i viinh P nvll-N 2 rLOa^im6il^^ 
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Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 
* mp 195-196 °C; 
MS (DCI/NH3) m/e 601 (M+NH4)+; 

*H NMR (DMSO-d^, 300 MHz) 6 10.4 (s, 1H), 7.8 (s, 1H), 7.8 (d, 2H), 7.4 (d, 2H), 7.3 (m, 
5H) f 5.1 (s, 2H), 4.5 (m, 1H), 2.9 (m, 1H), 2.7 (m, 1H). 1.4 (s, 9H). 

Example 64 

U-dimethvlethvl r7-fr4-r3.5-bisarifluoromethylVlH-pyrazoI-l-vI1phenvl1amino1-7- 

o^Qheptyllcarbamate 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 86-88 °C; 

MS (DCI/NH3) m/e 540 (M+NH4) + ; 

. 1H NMR.(DMSO-d6 t 300 MHz) 5 7.9 (s, 1H), 7.9 (d t 2H), 7.5 (d, 2H), 3.3 (m, 12H), 1.2 (s, 
9H). 

Example 65 

N44-r3.5-bisrtrifluoromethvIVlH-pyrazol-l^^^ 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 122-123 °C; 

MS (DCI/NH3) m/e 415 (M+NHU)*; _ _ _ _ 

JH NMR (DMS O-d$r300 MHz) 5 10.4 (s, lH)/7.9 (d, 2H), 7.8 (s, 1H), 7.6 (d, 2H), 2.9 (t, 

2H), 2.7 (t t 2H), 2.2 (s, 3H). 

Example 66 
N-f4-r3.5-bisftrifluoromemylVlH-pyra^ 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 170-171 °C; 

MS (DCI/NH3) m/e 467 (M+NH 4 )+; 

*H NMR (DMSO-d*, 300 MHz) 5 11.0 (s, 1H), 8.2 (m, 1H), 8.1 (d, 1H), 8.0 (m, 3H), 7.8 (d, 
lH),7.8(s, 1H), 7.6 (m, 5H). 
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10 



^^^^ 
ExampleW-aBwasprocessedasmExampleU 

5 title compound. 

1HN MRPMS<M6,30OMH I )81O.8(s,1H|. 
1H).7.«G1.2H>. 

-^^^ 

title compound. 

' 5 MS(SSwe457« „ (s , 1H) , 7.6 (d, 2H>, 7.3 * 

2H),7.2(m f 3H) t 2.4(m f lH),2.um, 

title compound. 
2H),7.6(d,2H). 

title compound. 
mp 144-145 °C; 

MS(DCWH 3 )n,/e403 (M + NH4); 
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*H NMR (DMSO-d<5, 300 MHz) 8 10.4 (s, 1H), 7.8 (d, 2H), 7.8 (s, 1H), 7.6 (d, 2H), 3.9 (t, 
^ 2H), 2.9 (t, 2H). 

Example 71 
N44-r3.5-bis(trifluorom ethvlVlH-p^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 205-207 °C; 

MS (DCI/NH3) m/e 447 (M+NH 4 )+ ; 

*H NMR (DMSO-d 6| 300 MHz) 8 10.5 (s, 1H), 8.1 (d, 1H), 8.0 (d, 2H), 7.9 (s, 1H), 7.6 (d, 
2H), 7.2-7. 1 (m, 3H), 3.4 (s, 3H). 

Example 72 

N-r4-r3.5-bisftrifluorometh^^ 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 127-128 °C; 

MS (DCI/NH3) m/e 439 (M+NH4) + ; 

*H NMR (DMSO-06, 300 MHz) 8 10.2 (s, 1H), 7.9 (d, 2H), 7.8 (s, 1H), 7.5 (d, 2H), 2.3 (m, 
1H), 1.6-1.2 (m, 8H), 0.9 (m, 6H). 

Example 73 ^ ________ - 

N-r4-[3.5-bisftrifluj3romethylM^H^^ 
- - - - Example"?! was treated with BBr3 as described in Example 180B to provide the title 

compound, 
mp >245 °C; 

MS (DCI/NH3) m/e 433 (M+NH 4 ) + ; 

*H NMR (DMSO-d 6t 300 MHz) 8 8.0 (d, 2H), 7.9 (d, 2H), 7.8 (s, 1H), 7.6 (d, 2H), 6.8 (d, 
2H). 

Example 74 

N-r4-r3.5-bisrtrifluoromemylVlH-pyrazol-l-yllphenvl1-4-rhexyloxy 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 
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mp 153-155 °C; 

MS (DCI/NH3) m/e 517 (M + NH 4 )+; 1H) 7 , 6 (df 2H ), 7.1 (d, 

5 pimple 75 

Example (i)-a B was processed as in Example 0) 

title compound, 
in mp 137-139 °C; 

MS(DCWH 3 )m/e431(M + NlL0 + ; - H)X8 (m ,2H),7.6(d, 

lHNMR(DMSO-d 6 ,300MHz)510.5(s,lH),8.0(d,2H), - 

2H),7.4(dd,2H),2.4(s,3H). 

fjyarnple 76 

Example (i)-a B was processed as in Example 
title compound. 
mp 159-161 °C; 

20 MS(DCimH3)nVe475(M + m) , 8 . 0 (d(2H ), 7.9 (s, 1H),7.8 (dd, 1H),7.6 (d, 

l H NMR (DMSO-d 6 , 300 MHz) 5 10.7 (s, 1HJ. 
2H).7A(m.lH),73(dd.lH),2J(s.3H). 

25 

compound, 
mp 230-23 1 °C; 

MS (DCI/NH3) m/e474 (M+NH<0 ; ^ 7 . 81 1H ). 7.68 

30 l H NMR(DMSO-d 6 ,300MHz)59.26(s.lH)^2H. 

(d, 2H),7.61(d,2H), 7.54 (dd, 1H), 2.55 (S.3H). 

Example^ 
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mp 203-205 °C; •■ 
MS (001^3)^459^ 

5 NMR ( DMS °A 300 MHz) 5107 CS 1H) 8 0 M ™ 

' ^,2.3(3,3*), 2.2 ( S)6H ). (S,IH) - 8 - 0(d - 2H ^- 8 ^ lH) )7 .6(d,2H ); 6.9(s, 

N td-n s u- / Examp[^ 70 

"^^^^ 

compound. 35 Exam P le ^ (Method 8) to provide the tide 

mp 207-209 °C; 

MS(ESI-)m/e492(M-H)- 

I HNMR(DMSO-d 6) 300MH 2) 5942(s 1H) o«, ^ 
" ™3(m,4H),.7.55(d,2H). ^ 32 ( ' UHW ' 33 ^H), 7.8,(s, 1 H)> 7.72- 



20 compound. P ^^P^'^^^ 

MS (DCLNH3) m/e 465 (M+NH4)+- 
'H NMR (DMSO-dg, 100 °C, 300 MHz) § 7 58 r<: Im , 

(«■ 3«). } 5 (S> IH) - 7 47 4H). 7.40-7.23 ( m , 4H), 3.38 

25 

was processed as Example (i)- a in Ex ? " ? " " 7 * ^^oro^trobenzamide 
^ (DC1/NH 3 ) nVe 5 loV + N^ XamP ' e ^ (Meth0d - Provide the , itJe compound 

30 NMR (DMS0 - d - 300 MHz) 6 8 : i0 - 8 . 02 ( m 2H) 7 44 7 

(VIH), 3.61 ( S , 3H ). ^ 7 44 " 7 - 36 ^ 3H ). 7.28 (d, 2H), 7.06 

N-f4 n < k- / Eiampje_82 



Tie 
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a Example (vi)-a (Method 12) to provide the title 
, Example (i)-a B was processed as in Example ( 

compound. ? 
* mp 240 °C; 

MS (DCl/NHs) m/e 420 (M-*W ; ? 45 . 7 . 41 (m , 1H), 7.38- 

title compound, 
mp 214-216 °C; 

MS(DCyNH3)m/c466(M^H4) _ 8 . 03 (s, 1H), 7.89 (d,2H), 7.87 (s, 1H), 7.63 
15 lHNMR.(PMSO-d6,300MH Z )510.83(s,lH),» 

(d,2H). 

compound. 

l H NMR (DMSO-d 6 , 300 MHz) 5 7.68 <>. 1H). 7.45 
25 1H), 6.68 (d,2H), 4.33 (d,2H). 



Example ffl-. B was processed as ,» Example 0) 

30 title compound, 
mp 205-207 °C; 

MS (DCI/NH3) m/e 495 (M+NH4) ; ^ 7 .g (s , lH ). 7.8 (d, 

i H NMR (DMSO-d 6 , 300 MHz) 5 10.6 (s, 1H). 8.0 (d. ZH). 

2H),7.6(d,2H). 
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Example 86 

N-r443.5-bis(trifluorome^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 

MS (DCI/NH3) m/e 44 1 (M+H) + ; 

!H NMR (CDC1 3 , 300 MHz) 5 8.1 (dd, 1H), 7.85 (d, 2H), 7.51 (m, 1H), 7.48 (d, 2H), 7.35 (t, 
2H), 7.07 (s, 1H), 2.87 (s, 6H). 

Example 88 

N44-r3.5-bistoifluoromethylVm 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 180-181°C; 

. MS (DCI/NH3) m/e 443 (M+H)+; 
] H NMR (DMSO-d 6 , 300 MHz) 5 8.00 (d, 2H)> 7.82 (s, 1H), 7.60 (d, 2H), 7.35 (t, 1H), 7.24- 
7.20 (m, 2H), 6.98-6.95 (m, 1H), 2.98 (s, 6H). 

Example 89 
N-r443.5-bisftrifluoromethylVlH-pyrazol-l-y^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 

mp 170-172 °C; ^ 
^MS (DCI/NR3) m/e 485 (M+NH*)*; 
*H NMR (DMSO-d 6f 300 MHz) 5 10.8 (s, 1H), 8.2 (d, 2H), 8.0 (d, 2H), 7.9 (d, 2H), 7.8 (s, 
1H),7.6 (d, 2H). 

Example 90 
N-f4-r3.5-bisftrifluoromethylVlH-py^ 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 184-186 °C; 

MS (DCI/NH3) m/e 435 (M+NH 4 ) + ; 



-116- 



WO 99/51580 



PCT/US99/07766 



,hnmrp«oa.*»mh 2 > 5 io.°<,ih>, ,o (i »,.7.8 ( ,m,7.6 (d , 

^2H),7.4(m,2H). , 

pimple 91 

fcu^ple B »as processed as ir, Example M-a (Method 5, 6, or J) 

title compound, 
mp 155-157 °C; 

MS (DCI/NH3) m/e 451 (M+NH4) + ; ? ^ 4 

I0 1 H NMR (DMSO-d 6 , 300 MHz) 8 10.9 (s, 1H), 8.0 (d, 2H), 7.8 (s, 1H), 7.6 (d, 

(m,4H). 

fivample 92 

15 . - Example (i)-aB was processed asm Example W v 
title compound, 
mp 177-178 °C; 

MS (DCI/NH3) n»/e 417 (M+NH4) + ; 

V H NMR (DMSO-d*, 300 MHz) 5 8.0-7.9 (m, 4H), 7.6 (m, 3H), 7.5 (m, 3H). 

20 F^mple 93. 

Example (i)-a B was processed as in Example w a K i 
title compound. 
25 mp 185-188 °C; 

MS (DCI/NH3) m/e 462 (M+NH 4 ) + ; H) 7 56 

l H NMR (CDCI3, 300 MHz) 5 8.42 (d, 2H), 8.08 (d. 2H). 7.99 (br s, 1H), 7.85 

(d,2H),7.09(s, 1H). 

Kyam ple 94 

Example (vii)-a A was processed as in Example (vu; ^ 
compound, 
mp 102-103 °C; 
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MS (DCI/NH3) m/c 421 (M+NH4)+- 

5 

Examp le QS 

mp 129-130 °C; 

10 MS (DCI/NH3) m/e 428 (M+NH*)*- 

Examp le Q * 

mp 165-167 °C; 

MS (DCI/NH3) m/e 431 (M+NH,)+- 

20 ^^ir"^™**™**'-** ■ 



Example, Q7 

title , EX3m f (Vii) " 2 A ^ " 111 Examp,e ^ (***od 13) to provide the 

title compound as a byproduct with Example 108 

MS (DCI/NH3) m/e 420 (M+NH4)+- 

«H NMR (DMSO-d 6 , 300 MHz) 5 8.8 (s, 1H), 8.2 (d, 2H), 7.9 (s 1H) 7 8 (d 2H) 7 5 7 4 , 
30 2H), 7.2 (m, 1H). ( ' } ' 7 ' 5 " 7>4 (m > 

Sample 98 
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a ci nFxam D le(i)-a(M e thod5,6,or7)toprovid e the 
Example (i)-a B was processed as in Example W 

title compound. , 
'mp 189-191 °C; 

MS(DCI/NH 3 ) 477 (M+NH,)*; g3 ( 1H)> 7 . 67 -7.55 (m, 

5 i H NMR (DMSO-d 6 , 300 MHz) 5 10.40 (br s, IH), 7.99 (d, 2H). 
3H ), 7.12 (d,2H), 3.86 (s,3H), 3.85 (s,3H). 

pyam ple99- 
* n m nvrazoMzyUr^dlSX^^ 

the 

10 Example (i)-a B was processed as in Example (i) 

title compound, 
mp 130-132 °C; 

MS(DC1/NH 3 )437(M + NH4) + ; 1H ), 7.79 (d, 2H), 7.53 (d, 2H), 

l H NMR (DMSO-d 6l 300 MHz) 6 10.24 (br s, IH). 7-80 (s, IH), 
„ 2.37 (t, 2H), 1.81-1.73 (m, 3H), 1-66-1.48 (m, 8H). 

gy ample 100 

Example (i)-a B was processed as in Example W 

20 title compound, 
mp 225-226 °C; 

MS (DCI/NH3) 431 (M+NH4) + ; (d 2H)f 7.83 (s, IH), 

l H NMR (DMSO-d 6 , 300 MHz) 5 10.50 (br s, IH), 8.01 (d, M). 
7.61 (d.2H). 7.37 (d,2H), 2.40 (s,3H). 

25 Exampjejoi 

^^^^ 

Example (i)-a B was processed as in Example W 
title compound. 
30 mp 143-145 °C; 

MS(DCI/NH 3 ) 485 (M + NH4) + ; m 7 99 (s , 1H ). 

IH NMR (DMSO-d 6) 300 MHz) 5 10.80 (br s, IH), 8.30 (m, 211), 

7.85-7.80 (m, 2H),7.65 (d,2H). 
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Example 102 
N4443.5-bisftrifluoromefrylVm 

Example (i)-a B was processed as in Example (i)-a (Method 5, .6, or 7) to provide the 
title compound, 
mp 150-152 °C; 

MS (DCI/NH3) 395 (M+NH4) + ; 

1H NMR (DMSO-d 6 , 300 MHz) 5 10.08 (br s, 1H), 7.76 (s, 1H), 7.72 (d, 2H), 7.45 (d, 2H), 
5.83 (s, 1H), 2.09 (s, 3H), 1.81 (s, 3H). 

Example 103 

N-[4-[3 f 5-bis(mfluoromethyl^^ 

Example 143 was treated with BBr3 as described in Example 180B to provide the title 
compound, 
mp 173-175 °C; 

MS.(DCI/NH 3 ) m/e.433 (M+NH4)+ ; 

l K NMR (DMSO-d 6 , 300 MHz) 8 1 1.5 (br s, 1H), 10.6 (s, 1H), 8.0-7.9 (m, 3H), 7.8 (s, 1H), 
7.6 (d, 2H), 7.4 (m, 1H), 7. 1-7.0 (m, 2H). 

Example 104 
N-f4-r3,5-bis(trifluorometJwlVlH-py^^ 

Example 145 was treated with BBr3 as described in Example 180B to provide the title 
compound. 

mp 221-223 °C; . _ - - ■ - ~ ~ ' " 

MS-(DCI/NH 3 ) m/e 433 (M+NELO*^ 

J H NMR (DMSO-d 6 , 300 MHz) 5 10.5 (br s, 1H), 9.8 (s, 1H), 8.0 (d, 2H), 7.8 (s, 1H), 7.6 (d, 
2H), 7.4-7.3 (m, 3H), 7.0 (m, 1H). 

Example 105 

N-f4-f3.5-bisCtrifluoromethyIMH-pyraz^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 158-159 °C; 

MS (DCI/NH3) m/e 435 (M+NK*)*; 
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L0 
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•HNMR(DMSO-d6.300MHz) S !0.42 <s, ,H>. 7.88 (d. 2H>, 7.8 2 <s. 1H>. 7. 6 0 «. 2H>, 2.68 
(s,3H),2.57(s,3H). t 

Example (i)-a B was pressed as in Example <0-a (Metai 5. 6, on) P 
title compound, 
mp 185-188 °C; 

MS (DCI/NH3) m/e401 (M+H) + ; (d m } 

lHNMR(DMSO-d 6 , 300 MHz) 5 10.78 (brs,lH), 9.14 (d, lH),8 : 80(dd, 

8.01 (d. 2H), 7.83 (s, 1H), 7.65-7.58 (m, 3H). 

F.yample 107. 

• / tnfDffiAl-HdSMsolutionintoluen^at^-CAftcrsarnngat^ Cfor 1 n ; 1 

equivalent of DltSAi-n u«> iV1 auAU material Then the reaction 

mp 213-214 °C; 

MS (ESI-) m/e 428 (M-H)"; d 7 g , (s 1H)> 7.6 

l H NMR (DMSO-d 6 , 300 MHz) 5 10.52 (.. 1H). 8.01 (d, 2H), 7.96 (d, ai), 

5 (d, 2H), 7.5 (d,2H), 5.35 (t.lH). 4.6 (d,2H). 

Fvam ple 108 

* n 1H ^razol-l^m^dif^^ 

^^^^^^^^^ 

Example (vii)-a A was processed as m Example [yn> k 

10 compound and Example 97 as a byproduct. 

^ff^^^^ 7 ; 8(s 1H) 76(s 4H),7.1(n,lH),6.8(m,lH),6.6(m, 
IH NMR (DMSO-d 6 , 300 MHz) 5 7.8 (s, 1H), /.o ^, *n;, 

lH),6.2(m,lH),4.4(d,2H). 
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W" a -° was processed as 
title compound. " ^ lv,eihoQ * &. or 7) to provide the 

5 mp 216-218 °C; 

MS(DCIWH 3 )495(M+NH4)- 

10 

Example i i n 



Example (,)-a B was processed as in Example (i)-a (Method 5 
ntle compound. uvietnoa 5, 6, or 7) to provide the 



mp 180-182 °C; 
15 .MS(DCJ/NH 3 ) 543 .(M+Nft,)*; 



20 



(m, 1H). 
Examp le 1 1 i 



M »JZ? (, " aBWMpro ^^ E ^^'»^5. 6 , or7)Kprovidsae 

mp 143-145 °C; 

MS (DCMsH3)515(M+NH4)+- - 

Example. 1 p_ 

mp 179-182 °C; 

MS (DCI/NH3) m/e 407 (M+NH|)+; 
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, HN MR (DMSO-*. 300 *». (W , U* 7* «. * »). 7* <s, ,«,. 
^7.60 (d,2H), 6.75-6.71 (m,lH). 

title compound. 
mp 188-190 °C; 

MS(DCI/NH 3 )435(M+NH4) + ; 7 .83(s. 1H),7.71 (t, 1H). 

.H NMR (DMSO-d 6 , 300 MHz) 8 10.80 (br S , 1H). 7.94 (d, 2H), 
7.62 (d, 2H), 7.65-7.59 (m. 1H). 7.36 (q, 2H). 

PytPple 115 
, 1 n ^»nvll Hiul 1 " hrn7°r^r i ' rh " xamlds 

- 2 -fK4-r3 5-bis(trifluoromethyl)-lH-pyrazoi i yup ji Thpexcess 

' (002g X^*^^ 1 ^^*^^ TheCXCeSS 
tMonylchlori.de was removed under reduced I p^sure- ^ 

To the acid chloride (0.023 mmol) m CH a Cl 2 1 mL) 
hydr ochlo ri de(4,m g , 0.067 

0 After stirring at room temperature over mgh. tf* reacU rru ^ ^ ^ 

compound. + 

MS (DCI/NH3) m/e 474 (M+NH4) ; ^ 2H)> 7 . 48 (m , 

25 iHNMR(CDCl3,300MHz)69.98( S ,lH),7.98(d,lH),7. 8 a, 

3H), 7.05(s, 1H), 6.18 (bs,lH), 3.01 (m,3H). 

pvample 116 

30 ExampleQ-aBwasprocessedasinExampleU) 

title compound, 
mp 156-157 °C; 

MS (DCI/NH3) m/e 40 1 (M+H)+; 
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1H NMR (DMSO-d 6 , 300 MHz) 5 10.83 (br s, 1H), 8.82 (d, 2H), 8.01 (d, 2H), 7.89 (d, 2H), 
^ 7.84 (s,lH), 7.65 (d,2H). t 

Example 117 

N-r4-r3J-bisftrifluoromethylM 
Example (i)-a B was processed as in Example (i)-a (Method 5 t 6, or 7) to provide the 
title compound, 
mp 163-166 °C; 
MS(DCI/NH 3 ) 496 (M+NrL0 + ; 

1H NMR (DMSO-d 6 , 300 MHz) 8 1 1.10 (br s, 1H), 8.57 (s, d 1H), 8.37 (dd, 1H), 7.92 (d, 
3H), 7,84 (s, 1H), 7.65 (d, 2H). 

Example 118 
N-F4-[3,5-bisftTifluoromeUwlVlH^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 

MS (DCI/NH3) m/e452 (M+H) + ; 

1H NMR (DMSO-d 6 , 300 MHz) 5 1 1.30 (br s, 1H), 9.68 (s, 1H), 8.63 (d, 1H), 8.32 (d, 1H), 
8.1 1-7.98 (m, 1H), 8.02 (d, 2H), 7.85 (s, 1H), 7.70 (d, 2H). 

Example 119 

4-AceWl-N-r4-|3.5-bisrtrifluorom Example 
(i)-a B was processed as in Example (i)-a (Method 5,j6,_or 7) to pro vide-the title compound: 
- mp 203-204 °C; 
MS (DCT/NH3) m/e 459 (M+NKO*; 

*H NMR (DMSO-d 6 , 300 MHz) 5 10.8 (s, 1H), 8.1 (s, 4H), 8.0 (d, 2H), 7.8 (s, 1H), 7.6 (d, 
2H),2.6 (s.3H). 

Exam p le 1 2 Q 
1,1-Pimethykthyl 4-ffr4-r3 1 5-bisftnfluorom^^^ 

I-piperidinecarboxvlate 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 

MS (DCI/NH3) m/e 524 (M+NH 4 ) + ; 
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,H NMR (DMSO-d*. 300 MHz) 8 10.29 (br s, 1H), 7.84 (d, 2H), 7.73 (s. !H), 7 56 (« 
^„r0( m .3H,,,63- 2 ,0K7H,. 



Fvample 121 

^^^^nS^.e (iH (Method 5. 6. or 7) ro prov.dc the 
title compound. 

MS(DCT/NH 3 )m/e401 (M+H)+; 6(d 
i H NMR (DMSO-d 6 , 300 MHz) 5 1 1.03 (br s, IH), 8.78 (dd, IH), 8.21-8.07 (m, 2H), 
,0 2H), 7.83 (s,lH). 7.74-7.69 (m.lH), 7.63 (d,2H). 



P.\arp ple 122 



15 title compound. 

MS (DCI/NH3) m/e 471 (M+H) + ; , ?fn 

H^RPM^^ 

7.56 (d, 2H), 6.74 (d, 2H), 3.43 (q, 4H). 1.13 (t, 6H). 

Fjyarn ple 123 

^Sb^— i^^d^or7, t o pr ov,d=* e 

title compound, 
mp 165-168 °C; 
25 MS (DCI/NH3) m/e 409 (M+rW, 

l H NMR (DMSO-d 6 , 300 MHz) 5 10.22 (br s, IH), 7.80 (d, 2H), 7.80 is, >, 

2.84-2.76 (m. IH), 1.89-1.54 (m, 8H). 



F.yample 124 



title compound, 
rap 171-173 °C; 

MS (DCI/NH3) m/e 423 (M+NH4) + ; 
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'HNMRfDMSO-^aOOMH^SlO^Ors, 1H), 7.89 (d, 2H), 7.86 (s, lH),7.60(d 2H) 
. 2.48-2.41 (m, IE), 1.95-1.25/m, 10H). X 

Examp le 1?S 

To a sdrred soluuon of the Boc-amine, Example 120, (165 mg, 0.323 mmol) in 
methylene chlonde (3.0 ml) was added trifluoroacetic acid (0.250 mL, 3.25 mmol) The 
resulting solution was stirred at 23 °C for 2 hours at which point the reac tion mixture was 
poured , nt0 smd sodium bicarbonate so]ution 

w rt hethylace*te(2X50mL). The combined organics were dried over solum sulfate d 
concentrate The ^residue was purified by flash column chromatography using 95% 
methylene ^nde/5 % methanol. Concentradon of the a PP ^ 
34% yield of Example 125 as a white solid. S> 
mp 156-159 °C; 
15 MS (DCKNH3) m/e 407 (M+H)+; 

'H NMR (DMSO-d 6 , 300 MHz) 5 10.20 (br s, 1H), 7.81 (d, 2H), 7.80 (s, 1H), 7.53 (d 2H) 
3.05-2.97 (m, 2H), 2.48-2.40 (m, 2H), 1.79-1.70 (m. 2H), 1.60-1.45 (m, 2H). 

Example 176 

20 ^^^^^ 

<hl. ^ 1 °*' ^ 1991 ' 56 ' 4974 ' hereb y incorporated by reference was 

followed. Bnefly. to a solution of Na 2 S0 3 (0.63 g, 5.0 mmol) and NaHC0 3 ([ 26 T' 

mmol) ,n water (5 mL) was slowly added 3-chlorosulfonylbenzoic acid (1.1 g. 5.0 mmol) The 
- reacuon mixture was heated to 75= C for 1 hours, and then chloroacetic acid (0 71 . 75 ' 
25 mmol) was added, followed by NaOH (0 3 * 7 s mm „n tu ■ ■ . ' 

m^rf At oyiNauH(ai g- 7 - 5 mmol). The resulting mixture was heated to 

05 C for 24 hours. After cooling to room temperature, the reaction was diluted with water 

the product in 75% yield g 
^ 1H NMR (DMSO-d 6 , 300MHz) 6 8.4 (s, 1H), ,25 (d. 1H), 8,7 (d, 1H). 7.8 ft 1H), 3.35 (s, 

MS (DCIMH3) m/e 218 (M+NH4)+. 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) with the 
benzo.c acid prepared as described above provide the title compound. 
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mp 194-195 °C; 

MS (DCI/NH3) m/e495 (M+NH4) + ; 6 ( 

">H NMR (DMSO-d6, 300 MHz) 8 8.5 (s, IH), 8.32 (d, IH), 8.17 (d, 1H), 8.0 (d, 

1H). 7.84 (s, 1H). 7.65 (d. 2H), 3.3 (s, 3H). 



5 FYarpple 127 



ls 1js^^-^^ roprOT1 * 

title compound. 
10 mp 133-135 °C; 

MS (DCI/NH3) We 485 (M+NH4) + ; - fd 

1H NMR (DMSO-d 6l 300 MHz) 6 10.86 (,. 1H), 7.93-7.67 (m, 8H),7.57 (d, IH). 

pvample 128 

compound. 

MS (DCI/NH3) m/e 428 (M+NH4) + ; 4 4 (d 

.H NMR (DMSO-d 6 , 300 MHz) 5 7.8 (s, 1H), 7.6 (m, 4H), 7.2 (m, 1H), 6.9 (m, 

20 2H). 

F yamp le 129 

u n 1 i-„ nnh ft nvnamin nl-ffr h "Hl henzoate 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, ) 

25 title compound, 
mp 174-175 °C; 

MS(DCI/NH3)rn/e475(M + NH4)+; i H ), 8.2 (d, 1H), 8.02 (d, 

l H NMR (DMSO-ds, 300 MHz) 10.8 (s. 1H), 8.56 (s, 1H). 8.27 (d, m;. 
2H), 7.85 (s, IH), 7.73 (t, IH), 7.63 (d, 2H). 3.94 (s, 3H). 

30 Fvam ple 130 

^^^^^^ 
title compound. 
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mp 142-144 °C; 

MS (DCI/NH3) m/e 451 (M+NH^- 

^ <DMS0 ^ 300Mfe) 6 1066 * '«>• «W <* 5H). 7.82 fc ,H). ,. 73 . 7J1 

5 

Example m 

10 mp>230°C; 

MS (DCI/NH3) m/e 423 (M+NH4)+- 



(s, 1H), 7.62 (d, 2H), 7.26 (td, 1H). 



.82 



15 



Example n7 

mp 116-1 17 °C; 
20 MS (DCI/NH3) m/e 425 (M+NH 4 )+- 

^NMR(DMSO- d6( 300MHz)58:i4(s,lH),7.97(d,lH),7.84(,lH) 7 83 (d 2H) 776 
(4 1H), 7.66 (d, 2H), 7.63 (t, 1H), 7.57 (d, ,H), 7.45 (d, 1H). ' 

Examp le 1T3 

mL m a sealed tube was stirred at 60 - C for 3 days . After cooling to room temperature the 
sohdpreaptated out from the reaction ^^t^^^J^^ 
give the destred product in 35% yield. 
30 mp 290-291 °C; 

MS (DCI/NH3) m/e 460 (M+NH4)+- 
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Fvample 134 

title compound. 
5 mp>230°C; 

MS(DCyNH 3 )m/e506(M + NH4) + ; • m 

i H NMR (DMSO-d 6 , 300 MHz) 6 11.17 (s, 1H), 9.20 (d, 2H), 9.03 (t, 

7.85 (s.lH), 7.70 (d,2H). 

FYflm ple 135 

title compound, 
mp 126-128 °C; 

15 MS(Da^H3)m/e453(M + NH4) + ; - m) 7 62 

1H NMR (DMSO-d*. 300 MHz) 5 10.79 (s, IH), 7.92 (d, 2H). 7.84 (s, 

(d,2H),7.48(t, lH),7.26(t, IH). 

Sample 136 

Example (i)- a B was processed as in Example (0-a (Method 
title compound, 
mp 174-176 °C; 

MS (DCI/NH3) m/e462 (M + NH4) + ; ? 63 (d _ 

25 i H NMR(DMSO-d 6 ,300MHz)611.05(s,lH),8.20(dd ) lH),7.93 7.7 5 ( 

2H). 

Pvample 137 

^^^^^^ 

title compound, 
mp 162-163 °C; 

MS (DCI/NH3) m/e442 (M+NH4) + ; 
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*H NMR (DMSO-d 6 , 300 MHz) 5 10.75 (s, 1H), 8.44 (s, 1H), 8.26 (d, 1H), 8.11 (d, 1H), 
^8.00 (d, 2H), 7.83 (s, 1H), 7.79 (t, 1H), 7.64 (d, 2H). 

Example 1,38 

N-f4-r3.5-bisftrifluoromethylMH^ 

Example 129 was processed as described in Example 133 to provide the title 
compound, 
mp 244-245 °C; 

.MS (DCI/NH3) m/e 460 (M+NR0+; 

] H NMR (DMSO-d 6 , 300 MHz) 8 8.47 (s, 1H), 8.1 (s, 1H), 8.1 (d, 2H), 8.01 (d, 2H), 7.82 (s, 
1H), 7.65 (t, 1H), 7.62 (d, 2H), 7.52 (s, 1H). - 

Example 139 
(ZV3-r2-r4-r3.5-bisftrifluoromethy^^^ 
Example (vii)-a A was processed as in Example (ix)-a (Method 14) to provide the tide 
compound. 

MS (DCI/NH3) m/e 425 (M+NH0+; 

lH NMR (DMSO-d 6 , 300 MHz) 8 7.82 (s, 1H), 7.72 (d, 1H), 7.62 (s, 1H), 7.54 (d, 2H), 7.51 
(d, 1H), 7.48 (t, 1H), 7.4 (d, 2H), 6.91 (d f 1H), 6.81 (d t 1H). 

N-r4-[3.5-bisrtrifluoromethylVlH-pyrazol-l-yllphenyll-3-nitrobenza 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6 f _or 7) to.provide the - 
- title compound? 
mp 203-204 °C; 

MS (DCI/NH3) m/e 462 (M+NH0+; 

*H NMR (DMSO-d6, 300 MHz) 8 10.89 (s, 1H), 8.82 (t, 1H), 8.48-8.41 (m, 2H), 8.02 (d, 2H), 
7.88 (d, 1H), 7.83 (d, 1H), 7.64 (d, 2H). 

Example 141 

3-faminosulfonvlVN4443.5-bisrtrifluoromethvn-lH-pvrazol-l-vl1phenvl1benzamide 
To a solution of Example (i)-a B (1 12 mg, 0.380 mmol) and N-methylmorpholine 
(0.50 mL) in dichloromethane (3 mL) was added 3-(chlorosulfony)lbenzoyl chloride (109 mg, 
0.455 mmol). The resulting solution was stiijed at 23 °C for 3 hours at which point a solution 
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Z ..shed wid, hex™ » provide 8 0 m g (4», of the des„ed cnpoand. 
"mp 177-178 °C; 

MS(DCI/NH 3 ) 496 (M+H) + ; . oofv-7Q9fm 1H) 8.00 (d, 2H), 

5 l H NMR(DMSO-d 6 .300MHz)58.41(s,lH),8.21(d.lH),8.06-7.99(m,lH),« 

7.84 (s, 1H), 7.78 (t, 1H), 7.64 (d, 2H), 7.52 (br s, 2H). 



Tfrpmple 142 



.u i\ 1H mm-ml 1 v U r h » r vmmino1r ^"^1 henzoate 
Example (i)-a B was pressed as in Example W -a (Method 5. 6, or 7) p 



10 

title compound 
mp 195-196 °C; 



MS (DCI/NHs) m/e 475 (M + NH4) + ; 3 92 

-H NMR (DMSO-d 6 , 300 MHz) 5 8.12 (m, 4H), 8.0 (d, 2H), 7.84 (s, Hi). 

15 (s,3H). - - - 

fixample 143 

20 title compound. 
mp 100-102 °C; 

MS (DCI/NH3) m/e 447 (M+NH4) + ; 2H) ? 63 

1 H NMR (DMSO-d 6 , 300 MHz) 8 10.47 (.. 1H). 7.95 (d, 2H), 7.82 (s, 1H), 
(dd, 1H), 7.53 (dUH), 7.20 (d, 1H), 7.07 (t, 1H), 3.91 (s, 3H). 

25 Fvam ple 144 

title compound. 
30 mp 158-160 °C; 

MS (DCI/NH3) m/e 497 (M+NH4) + ; go 7 -? 86 (m, 

.H NMR (DMSO-d,, 300 MHz) 5 10.67 (s, 1H). 8.17 (t, 1H). 8.01 (d, 2H). 8.0. 7. 
1H), 7.82 (s, 1H). 7.84-7.82 (m, 1H). 7.62 (d, 2H). 7.54 (t. 1H). 
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Example 145 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mpl 69-172 °C; 

MS (DCI/NH3) m/e447 (M+NH4) + ; 

lH NMR (DMSO-d6, 300 MHz) 5 10.55 (s, 1H), 8.02 (d, 2H), 7.82 (s, 1H), 7.72 (d, 1H), 
7.58 (m, 3H), 7.38 (dd, 1H), 7.18 (dd, 1H), 3.86 (s, 3H). 

Example 146 

N-r4-r3.5-bisrtrifluoromethvlVlH-pvrazol-l-vllphenvll-3-fluoroben2amide 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 148-151 °C; 

.MS.(DCI/NH 3 ) m/e.435 (M+NIL0+; 

J H NMR (DMSO-d 6 , 300 MHz) 8 10.64 (s, 1H), 8.0 (d, 2H), 8.05-8.0 (m, 1H), 7.84 (s, 1H), 
7.85-7.78 (m, 1H), 7.74-7.43 (m, 2H), 7.62 (d, 2H). 

Example 147 

N-r4-r3.5-bisrtrifluoromethvn-lH-pvrazol"l-yllphenvl1-2-bromobenzamide 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 

mp 182-184 °C; _ 

MS_(D.CL!NH3)..-in/e-495-(M+NH4) + ; " ~ " - - - - - 

m NMR (DMSO-d 6 , 300 MHz) 5 10.55 (s, 1H), 7.92 (d, 2H), 7.83 (s, 1H), 7.75 (d. 1H), 
7.64-7.58 (m, 3H), 7.52 (td, 1H), 7.46 (dd, 1H). 

Example 148 

N-f4-[3.5-bisf f trifluoromethyIVlH-pvrazol-l-yllphenvn-L3-benzodioxole-5- 

carboxamide 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 222-224 °C; 

MS (DCI/NH3) m/e461 (M+NH 4 ) + ; 
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^7.54 (d,lH), 7.09 (d,2H), 6.18 (s.2H). 

Temple 149 

i 1 .iwwnvll 2 (1 ilirhlnrn 1 r yrj'""'r™rhoxamide. 
Example (i)-aB was processed asm Example W-a (Method 5. 6, or , 

title compound, 
mp 115-117 °C; 

MS (DCI/NH3) m/e 486 (M+NH4) + ; q ? ?g (d 1H) 7-66 

10 1 HNMR(DMSO-d 6 ,300MHz)8 8.25(d,lH),7.90(d,2H),7.84(s,lH),7. 

(d,2H). 

|Jv ? tnple ISO 

15 - - Example (i>aB was processed asm Example (D-a (Method 5,5, 

title compound, 
mp 145-147 °C; 

MS (DCI/NH3) m/e 452 (M+NH4) + ; 91 (d 2H) 

1 H NMR (DMSO-d 6 , 300 MHz) 5 1 1.03 (s, 1H). 8.57 (dd, 1H). 8.16 (dd, 1H), 

20 7.82 (S.1H). 7.64 (d,2H), 7.60 (dd, 1H). 

Example 151 
Pjgjriitip.rarboxanade 

title compound, 
mp 155-156 °C; 

MS(DCl/NH3)m/e466(M + NH4) + , 7 90 (d, 2H), 7.83 (s, 1H), 7.62 

i H NMR (DMSO-d 6 , 300 MHz) 6 10.96 (s, 1H), 8.02 (d, 1H), 7.9U ( 

30 (d,2H), 7.44 (d,lH), 2.55 (s,3H). 

Example 152 
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Example (i)-aB was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
^ title compound, 
mp 156-158 °C; 

MS (DCI/NH3) m/e 474 (M+H)+; 

*H NMR (DMSO-d 6 , 300 MHz) 5 8.04 (dd, 2H), 7.91 (s, 1H), 7.70 (d, 2H), 7.43 (d, 2H), 7.16 
(t, 2H), 7.05 (s, 1H), 3.45 (t, 2H), 2.85 (t, 2H). 

Example 153 

N44-r3.S-Msftriflunitme^ 

paphthalenecarboxamide 
Example (i)-a B was processed as in-Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 199-201 °C; 

MS (DCI/NH3) m/e 471 (M+NH 4 ) + ; 

1H NMR (DMSO-d 6 , 300 MHz) 5 10.35 (s, 1H), 7.84 (d, 2H), 7.80 (s, 1H), 7.56 (d, 2H). 7.1 1 
(s, 4H), 2.97-2.72 (m, 7H). 

Example lg4 

( f EVl-f4-r2-r2-chlorophenvnethenvllphenvll-3.5-bisrtriflu c>rQmethvn-lH-PVrazole 
Example (vii)-a A was processed as in Example (ix)-a (Method 14) to provide the tide 
compound, 
mp 81-82 °C; 

MS (DCI/NH3) m/e 434 (M+NfLO+i _ _ _ „ ---------- 

l-H NMR (DMSO-d 6 T 300 MHz) 5 7.92 (d,~lH) 7.87 (d, 2H), 7.86 (s, 1H), 7.65 (d, 2H), 7,6 (d, 
1H), 7.53 (d, 1H), 7.44 (d, 1H), 7.43 (t, 1H), 7.36 (t, 1H). 

Example 155 

N- [4-f 3.5-bisf trifluoTomethyl V 1 H-pvrazol- 1 -vllphenv l 1-2-f 4-chlorophenoxy V2- 

methylpropanamide 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 

MS (DCI/NH3) m/e 509 (M+NH 4 ) + ; 

1H NMR (DMSO-d 6 , 300 MHz) 5 10.37 (s, 1H), 7.92 (d, 2H), 7.80 (s, 1H), 7.56 (d, 2H), 
7.37 (d, 2H), 6.96 (d, 2H), 1 .56 (s, 6H). 
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Tfr ample 156 

5 title compound, 
mp 169-170 °C; 

MS (DCT/NH3) m/e 355 (M+NIL,)*; _ m 

l H NMR (DMSO-d 6 , 300 MHz) 8 10.27 (s, 1H). 7.78 (d, 2H), 7.79 (s, 

2.11 (s,3H). 

10 p.y ample 157 

..Hvn iHnvrazctolMsSB^^ 
4^^*^^ eth anol 

— rrjr^s— ----- 

15 acidified with-lN HC1 to give the precipitated product, 
mp 282-283 °C; 

MS (DCI/NH3) m/e 461 (M+NH4> + ; ( m) ? 63 

1H NMR (DMSO-De, 300 MHz) 8 10.75 (s, 1H). 8.09 (s, 4H). 8.02 (d, 2H), 

(d, 2H). 

20 fixampte 158 

ny ^nty^r.arhamate 

E^(»-.Bwa S p^a S inEx» m p 1 =( i >. ( Me« 5 .6,o r 7„op ro v, d e^ 

25 title compound. 

MS (DCI/NH3) m/e 532 (M+NH 4 )+; ^ ? 34 

i H NMR (DMSO-d 6 . 300 MHz) 8 10.23 (s, 1H). 7.78 (d, 2H), 8.00 (d, 1H) ^ 
^r740-7,5(m,4H),5.00(s,2H),3.08 (q ,2H),,38(t,2H),l,8(^ 



gynmple 159 

A solution ol H , .,. ulin r.itprpri and dried under vacuum to 

for 3 hours, diluted with water, acidified with 1 M HC1, filtered 

provide the title compound. 
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mp 244-245 °C; 

MS (DCVNH 3 ) m/e 461 (M+NH4)+; 

lHNM *(™SO-D 6 ,3^^ lfp _ 

(d. 2H). 7.84 (s, 1H), 7.7 (t, 1H), 7.63 (d, 2H). ' * " ' " °^ 

Example 160 

10 mp 127-128 °C; 

MS (DCI/NH 3 ) m/e 453 (M+NUO+j 



^HNMR ( DMSO-D 6! 300MHz) 5l o.38( S ,lH),7.86(d > lH),7.78. ( s,lH) 7 69(1 1H) 7 
(d. 1H), 7.52 ft 1H). 7.45 (t. 1H), 7.15 (t, 2H). ( ^ 



59 



i5 

Example 161 

WM Wln ^ M M ,,^ 

mp 139-140 °C; 
20 MS (DCI/NH3) m/e 503 (M+NH4)+- 

.H^ R(D MSO-^ 3 00MH 96 ,: !)2(d , 1 H ) ,, 9 „ (d , 2H) , 7 . 83(SiIH)i7 64(di2H)i726 



Examp le 169 

Example (,*, B was processed as it, Example (i)-, (Method 5. 6. o, 7) ,„ provide the 



title compound, 
mp 185-188 °C; 

MS (DC17NH3) m/e 437 (M+NH4)+; 



(a, 2H), 7.06 (d, 1H), 2.43 (s, 3H). 



Examp le 1^ 
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in Example 59. , 
"mp 204-206 °C; 

MS (DCI/NH3) m/e 415 (M+H)+; 
5 l H NMR(DMSO-d 6) 300MHz)6l0.32(s,lH),7.95(d,2H),7.82(s,lH),7. 

7.58 (d, 2H), 7.23 (t, 1H). 6.78 (d, 1H), 6.62 (t, 1H). 6.37 (s, 2H). 

Fya^nple 164 

,„ Example (i)-a B was processed as in Example (i)-a (Method 5, 6, 0 

title compound, 
mp 110-112 °C; 

15 • 7.82 (s,lH),7.64(d,2H), 7.55 (dd, 1H). 

Fy am ple 165 

Ttii^pVi?n^^ rhoxamid - ._, , 

tom p.eB-aBwasp ro cessed,l„B I a m p,e(l)-.(Me, ta d5,6, M 7, t op ro v,de m = 

title compound, 
mp 210-212 °C; 

MS (DCI/NH3) m/e 535 (M+NH4) + ; m) 7 55 

1H NMR (DMSO-d*, 300 MHz) 8 10.84 (s, 1H), 9.94 (s, 1H). 7.82 (d, 2H), 7.7 

25 (d, 2H), 3.30 (s, 3H). 

Fvafliple 166 

Example (i)-a B was processed as in Example (i)-a (Method 5, o. o 

30 title compound. 
mp>240°C; 

MS (DCI/NH3) m/e 406 (M+NH 4 ) + ; m) ? Q2 

1H NMR (DMSO-d 6 , 300 MHz) 5 7.96 (d, 2H). 7.82 (s, 1H). 7.58 (d. 2H). 7.13 (s, 

(s, 1H), 6.20 (s, 1H). 
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Example 167 

mp 118-119 °C; 

MS (DCI/NH3) m/e486 (M+NH 4 )+- 



10 



Example. 16S 

15 mp 170-173 ?C; - 

MS (DCI/NH3) m/e 492 (M+NH4)+- 

« r^r^r 5 " 8 w 2H) ' 722 c * 2h> - 705 <s - ih) - 703 <* ^ <■» 

(d, 2H) f 6.26 (d, 1H), 5.72 (s, 1H), 3.92 (s, 2H). 

Examp le IfiQ 

dd.«Slf (,, " CBWaSPraCeSSed>Sintapfc ®-< M ^^-')»P-d=, h e 

mp 122-124 °C; 

25 MS (DCI/NH3) m/e 465 (M+NR0+- 

Example 17 0 

inma i i S (i r ifiu g ,„ mf .||, T |,. m . n ,, n , n , 1 „„ nhTOl ,., H ,. |r ,. | . , r . n|| 

dde B W " ^ " " ^ ^ (M =^ 5 ' 6 - °"> '» ■»>* «■ 

nip 176-178 °C; 

MS (DCI/NH3) m/e 470 (M+NR,)^; 
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. 7 "3( i lH).7.53 < d,2H,,7.3*(d,.H).«8 ( d,.H,.7.0 8W .H),6. 98( * 1 H).3.7 8 (, 



2H). 



15 



Rumple 171 

Example (i)-a B was processed as in Example 0)-a (Method 5, 6, D P 

title compound. 
mp 216-218 °C; 

,0 MS (DCI/NH3) m/e 449 (M+NH4) + ; 7 63 

1H NMR (DMSO-cfe, 300 MHz) 8 7.95 (d, ffl), 7.90 (d, 2H), 7.82 (s, 1H), 7.64 (t, 

' (d,lH). 7.58 (d,2H), 7.42 (d,lH), 6.68 (d.lH). 

Kvam ple 172 

E '!^B^ce^^ 
title compound, 
mp 183-185 °C; 

MS (DCI/NH3) m/e 419 (M+NH4) + ; H) 7 g3 

20 lHNMR(DMSO-d 6( 300MHz)69.34(d,lH),8.98(d ; lH),8.84(dd,lH),8.1 J 

(s, 1H),7.64 (d,2H). 

Exam ple 173 

Example (i)-a B was processed as in Example (i>a (Method 5, 6, or 7) to provide the 
title compound. 

MS (DCI/NH3) m/e 481 (M+H) + ; R) 2 9g 

l H NMR (DMSO-d*. 300 MHz) 5 7.80 (d, 2H). 7.95 (s, 1H). 7.55 (d, 2H). 6.82 (t, 1H), 

30 (q, 2H), 2.34 (t, 2H), 1.71 (quintet, 2H), 1.38 (s, 9H). 

"Fvam ple 174 

-139- 



25" 



WO 99/51580 



PCT/US99/07766 



Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 94-95 °C; 

MS (DCI/NH3) m/e 466 (M+NH 4 ) + ; 

*H NMR (DMSO-d6, 300 MHz) 5 10.26 (s, IH), 7.82 (d, 2H), 7.78 (s, 1H), 7.53 (d, 2H), 4.41 
(d t 1H), 3.87 (d, 1H), 3.08 (t, 1H), 2.68-2.55 (m, 2H), 2.01 (s, 3H), 1.92-1.78 (m, 2H), 1.71- 
1,55 (m,2H). 

Example 175 

N-f4-r3.5-Bisr trifluoromethyl V 1 H-pyrazol- 1 -yllphenvllbutanamide 
Example (i)-a B was processed as in-Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 

MS (DCI/NH3) m/e 383 (M+NH4) + ; 

lH NMR (DMSO-d6> 300 MHz) 5 10.26 (s, IH), 7.82 (d, 2H), 7.80 (s, 1H), 7.53 (d, 2H), 
2.51-2.44 (t, 2H) t 1,57 (sextet, 2H), 0.91 (t t 3H). 

Example 176 

N-f4-[3,5-BisrtrifluoromethyIVlH-pyrazol-l-yl]phenyl1-4-chloro-2-methoxvbei^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 178-180 °C; 

MS (DCI/NH3) m/e 481 (M+NH*)*; 

*H NMR (DMSO-d 6 , 300 MHz) 5 10.5 (s, IH), 8.0 (d, 2H), 7.8 (s, IH). 7.7 (d, 1H), 7.6_(d, _ _ 
-2H), 7,3 (d/lH), 7.2 (dd, IH), 3.3 (s~3H)~ " " 

Example 177 

N-[4-f3,5-bisftrifluoromethyl)-lH-pyrazol-l-yl1phenvl1-a-methvl-4-f2- 
thienylcarbonyPbenzeneacetamide 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp <80°C; 

MS (DCI/NH3) m/e 555 (M+NH 4 ) + ; 

l H NMR (DMSO-d 6l 300 MHz) 6 8.1 1 (dd t 1H), 7.85 (dd, 2H), 7.83 (dd, 2H), 7.79 (s, IH), 
7.75 (dd, IH), 7.60 (d, 2H), 7.55 (d, 2H), 7,28 (dd, IH), 4.01 (q, IH), 1.5 (d, 3H). 
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thirnYlrnrb""Y 1 )^" 7 - eneac6tamid& . . f . 

s Bxa m p 1 e«i>.E-P"»^^^ W -' <MMh ° d5 ' 8 - 0 ' 7,l0PrO 
title compound. 

mp <100°C; + 

MS (DCI/NH3) ffl/e 555 (M+NH4) ; ? B (dd 2H) , 

py^pple 179 

Example (i)-a B was processed as in Example W V 
15 title compound, 
mp 164-165 °C; 

MS (DCI/NH 3 ) m/e 493 (M+NH4) + ; 65 (d 1H)> 7.59 

1H NMR (DMSO-d 6 , 300 MHz) 6 10.35 (s, 1H). 7.95 (d, 2H), 7.82 (s, 
(d, ZH). 7-03 (d, 1H), 6.96 (dd, 1H), 3.95 (s, 3H). 2.55 (s, 3H). 

20 EsamskJM 

rl EsameisJSQA ^ , „ 

^^B-«»~^*- idwereprocessed^W)- 
25 . (Me.hod 5, 6. or 1) 10 provide the desired compound. 

A solution of example 180A (1.0 mmol) u, toluene J _ ?g oc for 

30 dropw.ewithBB.Cl.OMmtoluen^ 

nd.), wanned to roomtempera^^^ 
MgS04/slHca gel plug with 20% acetone m hexanes and lurtn p 



with 20% acetone in hexanes. 
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mp 193-194 °C; 

MS (DCI/NH3) m/e 478 (M+NH4)+- 



Example ]R± 

10 mp 233-235 °C; 

MS (DCHNH3) m/e 449 (M+NH4)+. 

;r MR(DMsoA3ooMit,58:o(42H, ' 78 '-^"^H». 7 .4 ( . 2 H ) ,, 8w . 



15 

Example 1K9 

title compound. hi toluene) to provide the 

20 mp 114-1 16 °C; 

MS (DCI/NH3) m/e 446 (M+NH4)+. 

25 

Dle_183 



title compound ' ' " " ^ ^ (M * hod 5 > 6, or 7) to provide the 

mp 200-20 1°C; 

30 MS(DawH3 )m / e 553(M+NH4)+ . 

'H NMR (DMSO-d 6> 300 MHz) 5 8 28 fd iffl s 9 w 

(*. 1H). 7.64 (d, 2H). X (S ' 1H) ' 8J ° (d ' 1H) ' 7 - 88 (4 2H), 7.84 



Example 184 
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Example (i)-a B was processed as in Example w * <. 
title compound, 
mp 163-167 °C; 

5 MS(DCyNH 3 )m/e422(M + NH4) + ; ( d ,2H),6.69 
1 H NMR (DMSO-d 6 , 300 MHz) 5 10.97 (s, 1H). 8.01 (d, 2H), 7.80 (s, 1H). 

(s,lH),2.50(s,3H). 

pimple 185 

Example (v)-a C was processed as in-Example (v) a (Memo 

compound, 
mp 162-164 °C; 

MS (DCI/NH3) m/e 451 (M+NH^. 7 6 ( 

15 lHNM^(DM^O-d 6 ,300MHz)810.4(s,m),8.2(d,2H)J.9(s,lH),7.8(d,2 

2H), 7.5-7.3 (m,2H). 

Pvatnple 186 

compound, 
mp 195-196 °C; 

MS (DCI/NH3) m/e 442 (M+NH4) + ; 1H) 7 9 (s 

1H NMR (DMSO-dg, 300 MHz) 8 10.8 (s, 1H), 8.3 (s, 1H), 8.2 (d, 2H), 8.1 ( 
25 lH),7.8(d,2H),7.6(d ) lH),7.6(d,lH). 

Sample 187. 

30 compound. 

mp 176-177 °C; 

MS (DCI/NH3) m/e 453 (M+NH4) + ; ? 6 ( 

.H NMR (DMSO-de, 300 MHz) 5 10.4 (s, 1H), 8.2 (d, 2H). 7.9 (s. 1H). 7.8 (d, -H). 

lH),7.4(m, lH),7.2(m, 1H). 
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Example 188 

4-r3.5-BisftrifluoromethylVlH-pyrazol-l-yl1-N-f2-cvanopfaeny 
Example (v)-a C was processed as in Example (v)-a (Method 1 1) to provide the title 
compound, 
mp 203-205 °C; 

MS (DCI/NH3) m/e 442 (M+NIL0+; 

] H NMR (DMSO-d 6 , 300 MHz) 5 10.88 (s, 1H), 8.22 (d, 2H), 7.93 (s, 1H), 7.93 (d, 1H), 7.85 
(d, 2H), 7.78 (dt, 1H), 7.63 (d, 1H), 7.46 (dt, 1H). 

Example 189 
3.5-dimethvl-N44-f3.5-dimethyl-lH-1.2.4-ta 

Example (xxv)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide 
the title compound, 
mp 170-171 °C; - 
MS (DCI/NH3) m/e 312 (M+H)+; 

1H NMR (CDCI3, 300 MHz) 5 7.79 (d, 2H), 7.45 (d, 2H), 7.3 (s, 1H), 2.7 (s, 3H), 2.54 (s, 
3H), 2.48 (s,3H), 2.42 (s, 3H). 

Example 190 

4-f3.5-BisrtrifluoromethylVlH-pyrazoI-l-yl1-N-f2-nitrophenynbenzamide 
Example (v)-a C was processed as in Example (v)-a (Method 1 1) to provide the title 

compound. _ 

. mp 173-175-°G; ---------- 

MS (DCI/NH3) m/e 462 (M-kNH4) + ; 

*H NMR (DMSO-d 6 , 300 MHz) 8 1 1.0 (s, 1H), 8.2 (d, 2H), 8.0 (d, 1H), 7.9 (s, 1H), 7.8 (d, 
2H), 7.7 (m, 2H), 7.4 (m, 1H). 

Example 191 

4-r3.5-Bisrtrif1uoromethvlVlH-pvrazol-l-vll-N-(2.6-difluorophenyI)benzamide 
Example (v)-a C was processed as in Example (v)-a (Method 1 1) to provide the title 

compound. 

mp 187-188 °C; 

MS (DCI/NH3) m/e 453 (M+NH^; 
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l „ N M R (DMSO. i6 ,300MH Z , 51 0.4(, 1 H,, 8 .2(d. 2 H,.7,< S , 1 H»,rS( 4 2H,.7.4 (m 
^lH),7.3(d,lH),7.2(d,lH). ) 

Example 192. 

t»„,n ih mill Ti l M p->™ m " r henv " bfn7ai1Mde 

Example (v)-a C was processed as in Example \y ) i 

compound, 
mp 163-165 °C; 

MS (DCI/NH3) m/e 496 (M + NH4) + . ? g3 2H)> 7 . 74 

10 lHNMR(DMSO-d 6 ,300MHz)510.33(s,lH),8.2(d,2H),7.« 

(dd, 1H), 7.58 (dd, 1H), 7.45 (dt, 1H), 7.26 (dt, 1H). 

Fvample 193 

^^l^^ 5 ™ 1 a cinFxamnle (v)-a (Method 1 1 to provide the title 

15 . Example (v)-aC was processed asm Example W I 

compound, 
mp 192-193 °C; 

MS (DCI/NH3) m/e 442 (M+NH4) + ; {s lH)i 7 86 

i H NMR (DMSO-d 6 , 300 MHz) 8 10.87 (s, IH), 8.17 (d, 2H). 8.0 (d, 

20 (d,2H),7.82(d.2H). 

gyam ple 194 

u n m ml 1 vll N-(A- pvririinvl1he.n ?:amjde 

Example <v)-a C was processed as in Example m 

25 compound. 

mp 234-235 °C; 

MS(DCVNH3)m/e401(M + H)- 8 34 (d, 2H), 8.25 (d, 2H), 7.94 

1 H NMR (DMSO-d 6 , 300 MHz) 6 1 1.77 (». IH). 8.78 (d. 2H). 

(s, 1H),7.9 (d,2H). 

30 Example 195. 

mi ullnln nvll 1 fli,PT"-Mt"fl"orometbyih 

T<j4i3^isitrim^^ 

tvn7.amide 
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Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 142-144 °C; 
MS (ESI-) m/e 485 (M-H)*; 

1H NMR (DMSO-d6, 300 MHz) 5 10.7 (s, 1H, ), 8.45 (m, 2H), 7.95 (d, 2H), 7.85 (s, 1H), 
7.75 (m, 1H), 7.65 (d. 2H). 

Example 196 
N-f2-raminocarbonvnphenvl1-4-r3.5-bista 

Example (v)-a C was processed as in Example (v)-a (Method 1 1) to provide the title 
compound, 
mp 195-196 °C; 

MS (DCI/NH3) m/e 460 (M+NH 4 ) + ; 

*H NMR (DMSO-d$ ( 300 MHz) 5 13.14 (s t 1H), 8.7 (d, 1H), 8.46 (s, 1H), 8.15 (d, 2H), 7.9 
(m, 5H), 7.62,(t, 1H), 7.22 (t, 1H). 

Example 197 

N-r3-r3.5-bis( , trifluoromethylVlH-pyi^ol-l-yllphenyl]-4-chlorob^ 
Example (i)-b B was processed as in Example (i)-b (Method 5, 6, or 7) to provide the 
title compound, 
mp 209-211 °C; 

MS (DCI/NH3) m/e 465 (M+NH4) + ; 

] H NMR (DMSO-d 6 , 300 MHz) 6 10.6 (s, 1H), 8.0 (t, 1H), 7.8 (s, lH), 7/7 (d, lH),_7.6..(t,- - - 
- LH-),-7.4-7.-2(mr5H)T3:T(s,2H)." " " " " 

Example 198 

N-n-r3.5-bisrmfluoromethylVlH-pyrazoi-l-vllphenvll-2.3-dichlorobenzamid 
Example (i)-b B was processed as in Example (i)-b (Method 5, 6, or 7) to provide the 

title compound. 

mp 119-121 °C; 

MS (DCI/NH3) m/e 485 (M+NH4) + ; 

] H NMR (DMSO-d 6 , 300 MHz) 5 11.0 (s, 1H), 8.1 (t, 1H), 7.9 (s, 1H), 7.8 (dd, 2H),7.6 (m, 
2H),7.5(t, 1H), 7.4 (d, 1H). 
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pimple 199 

. ^^^^ 

Example (i)-b B was processed as in Example UJ 

title compound, 
s mp 147-152 °C; 

MS(pdWH3)n>/e496(M+NH4) + ; (s, 1H), 7.9-7.8 

i H NMR (DMSO-d 6 , 300 MHz) 5111 (s, 1H), 8.6 (d, IH), 8.4 (dd, 1H). 

(m,3H).7.6(t, 1H). 7.2(4 1H). 

Sample 200 

10 ,t, „ii i llnhrn-11 1 -finr.rn-3-nitrohp.nzamide 

Example (i)-a B was processed as in Example w V 
title compound, 
mp 186-187 °C; 

,5 MS (DCI/NH3) m/e 480 (M + NH4)+, 8.0 (d, 2H). 

l H NMR (DMSO-d 6 , 300 MHz) 8 10.84 (s, 1H), 8.78 (dd, IH). 
7.82 (s.lH), 7.81 (dd, lH),7.64(d,2H). 

ExamEleJQl 

j^SJMMtrfc^ 

20 /frifinnmmethvnbenzaimfe . 

E xam p,e 0 HBw aS p W c^as i nExa m pM i ,.» ( *^5. 6 .o r 7„op I ov* t h e 

title compound, 
mp 178-179 °C; 

25 MS (DCI/NH3) m/e 503 (M+NILO*; lH) 7 .89 (d. 2H). 7.85 (dd, 1H), 

i H NMR (DMSO-d6, 300 MHz) 5 10.96 (s, 1H). 7.91 (d, 1H), 
7.83 (s,lH), 7.72 (dt,lH), 7.62 (d,2H). 

Pvapple 202 

Example (i)-b B was processed as in Example W t 
title compound, 
mp 150-152 °C; 

MS (DCI/NH3) m/e 435 (M+NH4) + ; 
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Example ?.m 

N-f3-f3,5-hi^m-f1noro mP f h ^.iH- D v ra7n i. T . Y n r ^ n ,, n „ 

., 

title compound. . uviernod 5, 6, or 7) to provide the 

mp 133-134 °C; 

MS (DCI/NH3) m/e 453 (M+NfLt)*- 

Examp le 704 

mp 160-161 °C; 

MS (DCI/NH3) m/e 442 (M+NH0+- 

faa m p| ft? n^ 

mp 213-214 °C; 

MS (DCI/NH3) m/e 541 (M+NH 4 )+- 



30 



7.83 (s,lH), 7.77 (UH), 7.64 (d,2H). 

Examp lp. 906 
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mp 155-157 °C; 

MS (DCI/NH3) 469 (M+H)+; 2H) 7 63 {d> 2H ), 

iHNMR(DMSO-d 6 ,300MHz)87.92(d,2H),7.83(s, 1H),7.90 

7.40 (dt, 1H). 

10 title compound. 

mp 219-220 °C; " 

MS(DCI^H 3 )529(M + NH4) + ; g.05-7.95 (m, 2H), 7.96 (d, 

1 H NMR (DMSO-d 6 , 300 MHz) 8 1 1.08 (br s, 1H). 8-16 (d, 1H). 

2H), 7.84 (s.lH), 7.65 (d,2H), 2.38 (s.3H). 
15 ""■ " Bv a p 1 ple208 

Example (i)-a B was processed as m Example W ( 
title compound. 
.0 mp 154-156 °C; 

MS(DCUNH 3 ) 485 (M + NH4) + ; ( 2H)> 7 . 72 . 7 .65 (m. 

l H NMR (DMSO-d*. 300 MHz) 5 10.99 (br s, 1H). 7.98 (d. 2H). 

4H). 

Ejcamj>le2Q9 

Example (i)-a B was processed as in Example w 
title compound. 
mp 147-149 °C; 

30 MS(DCI^H 3 )nVe453(M + NH4) + ; 7.8 (s, 1H). 7.7 (m, 1H), 7.6 (d, 

1H NMR (DMSO-d 6 , 300 MHz) 5 10.9 (s, 1H). 7.9 (d. 2H). 

2H),7.5(m, lH),7.4(m, 1H). 

Ejcarj^lellfl 
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N-f4-H 5-hisrtrifllinmm^h y n irr 

^leco m po U n d . 
mp 138-139 °C; 
5 MS (DCMMHs) m/e 469 (M+NH 4 )+- 

, HNMR(DMSO-d 5> 300MHz)8l0 5(s 1H) 8 1 ma , m ,« 

lH),7.5(d,2H),7.4 (m ,iH). ^ ^ " ^ 1H) ' ^ (d ' 2H >> ^ «• 



10 xj Exan^lelii 

E~fnpi=^Z^^ 

title compound. processed as in £xajnp]e (i)-a (Method 5, 6, or 7) to provide (he 

mp 168-169 °C; 

MS (DCI/NH3) m/e 453 (M+NIL,)+- 

» *-^H»* 1Sl01(UBli7 , t2( , It(iJaM(im;M4 



Examp le 91? 

mp 365-167 °C; 

M S(DCKNH 3 )m/e469(M+NH4) + . 



Examp le ?n 

mp 175-176 °C; 

MS (DCI/NH 3 )m/e503 (M + NH4)+; 
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IH NMR (DMSO-d6. 300 MHz) 8 1 1.22 (s, 1H), 7.86 (s, 1H), 7.83 (d, 2H), 7.83-7.74 (m, 3H) 
.7.63 (4 2H). , 

Pv^mple214 

title compound, 
mp 113-1 16 °C; 

MS(DCT/NH 3 ) 469 (M+NH4) + ; ^ ? g0 (t 1H) , 7.69 

10 1H NMR (DMSO-d 6 . 300 MHz) 6 10.93 (s,lH), 7.93 (d,2H), 7.83 (3. 

(t,lH). 7.64 (d,2H), 7.39 (t,lH). " 

pYair\p1e215 

title compound, 
mp 140-143 °C; 

MS (DCWIHj) m/e 481 (M+lW, g (d 2H)> 7 . 2 (d , 

1H NMR (DMSO-d 6> 300 MHz) 6 10.7 (s, IH), 7.9 (d, 2H), 7.8 (s, IH), 

20 lH),7.0(m,2H),3.8(s,3H). 

pimple 216 

-"^^^^ 

25 title compound, 
mp 160-161 °C; 

MS (DCI/NH3) m/e 530 (M+NH4) ; lH)> 7 53 

l H NMR (DMSO-d 6 , 300 MHz) 5 8.32 (d, IH), 8.12 (d, IH), 7.78 (d, 2H), 

(d,2H). 

^^^^7i„ Bcnpl. OH (Method 5. 6, 7, >op 

title compound. 
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mp 164-167 °C; 

MS (DCI/NH3) 531 (M+NH4) + ; 

-^H NMR (DMSO-d6, 300 MHz) 6 10.96 (s, lH) t 7.93 (d, 1H), 7.92 (d, 2H), 7.84 (s, 1H), 
7.70-7.80 (m, 1H), 7.63 (d, 2H), 7.58 (d, 1H). 

Example 218 
N-f4-r3.5-bisftrifluoromethvlVlH^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 183-185 °C; 
MS(DC1/NH 3 ) 453 (M+NH4); 

*H NMR (DMSO-d 6 , 300 MHz) 5 10.65 (s, 1H), 8.30-8.24 (m, 1H) V 8.1 1-8.06 (m, 1H), 7.99 
(d, 2H), 7.90-7.87 (m, 1H), 7.83 (s, 1H), 7.80-7.60 (m, 1H), 7.62 (d, 2H). 

. _ ... _ Example 219 

N-[4-[3.5-bis(trifluoromethy] V 1 H-pyrazol- 3 -yl1phenyl1-2-bromo-5-memoxybenzairiide 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 179-181 °C; 

MS (DCI/NH3) m/e 525 (M+NH 4 ) + ; 

*H NMR (DMSO-d 6) 300 MHz) 5 10.8 (s, 1H), 7.9 (d, 2H), 7.8 (s, 1H), 7.6 (d f 2H), 7.2 (d, 
1H), 7.0 (d, 1H). 7.0 (dd, 1H), 3.8 (s, 3H). 

_ - - - Example 220 

N-f4-f3.5-bisftrifluoromethylVl H-pyrazol- l-yl1pheny]]-4-chloro-2-hvdroxvbenzamide 
Example (i)-a B and 2-methoxy-4-chlorobenzoic acid were processed as in examples 
(i)-a (Method 5, 6 f or 7) and 180B to provide the title compound, 
mp 200-202 °C; 

MS (DCI/NH3) m/e 467 (M+NH4) + ; 

*H NMR (DMSO-d 6j 300 MHz) 6 8.0 (d, 2H), 7.9 (s, 1H), 7.8 (s, 1H), 7.6 (d, 2H), 7.0 (m, 
2H). 

Example 221 
N-f4-f3.5-bisftrifluoromethylVlH-pyrazol^ 
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title compound. , 
\np 197-198 °C; 

7.82 (s, 1H), 7.6 (d, 2H), 7.29 (d. 1H). 3.96 (s. 3H). 



Example 222 

10 Example 221 was processed as in Example 180B to provide m 

mp 165-167 °C; 

MS (ESI-) m/e 492 (M-H)"; . " ffi ? g? (dd lH) 7 . 8 l 

i H NMR (DMSO-d 6> 300 MHz) 8 10.4 (s, 1H). 8.2 (d, 1H), 7.97 (d, 2H), 

( S ,1H). 7.59 (d,2H), 7.07 (d,lH). 
15 Jfoqipple223. 

title compound. 
20 mp 149-152 °C; 

MS (DCI/NH3) 487 (M+NH4); 7 g4 (Si 

l H NMR (DMSO-d 6 , 300 MHz) 810.95 (br s, 1H). 8.00-7.90 (m, 2H), 

lH),7.64(d.2H). 

Fx am ple 224 

Example (i)-b B was processed as m Example w d u 
title compound, 
mp 142-143 °C; 

30 MS (DCI/NH3) m/e 453 (M + NH4) + ; 1H) ? 63 

i H NMR (DMSO-d 6 , 300 MHz) 8 1 1.2 (s, 1H). 8.09 (s, 1H), 7.87 (s, j. 

(m,2H), 7.42 (d.lH), 7.3 (t,2H). 

Fxam ple 225 
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N-f4-r3.5-bis( f trifluoromethv3VlH-pyrazol-l-yl]phenyI]-4-chloro-2.5-difluo 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 160-162 °C; 
5 MS (ESI-) m/e 468 (M-H)"; 

{ H NMR (CDCI3, 300 MHz) 8 8.52 (d, 2H), 8.0 (dd, 1H), 7.85 (d, 2H), 7.15 ( s,lH), 7.40 ( 
dd, 1H), 7.42 (d, 2H). 

Example 226 

10 N-f4-r3.5-bisftrifluoromethy^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 122-124 °C; 

MS (DCI/NH3) m/e 471 (M+NH4) + ; 
15 . J H NMR (DMSO-d 6( 300 MHz) 5 7.9 (d, 2H), 7.8 (s, 1H), 7.6 (d, 2H), 7.6-7.4 (m, 2H). 

Example 227 

N-f4-f3.5-bisftrif3uoromethylVlH-pyrazol-l-yl1phenyl1-3A5-trifluorobenzanu 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
20 title compound, 
mp 158-159 °C; 

MS (DCI/NH3) m/e 471 (M+NH 4 )+; 

*H NMR (DMSO-d 6 , 300 MHz) 5 8.02-7.94 (m,4H), 7.82 (s, 1H), 7.63 (d, 2H). _ .„ 

25 Exa mple 228 

N-r4-r3.5-bisftrifluoromethylMH-pyra^ 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 109-111 °C; 
30 MS (DCI/NH3) m/e 47 1 (M+NH 4 )+; 

l H NMR (DMSO-d 6 , 300 MHz) 5 10.9 (s, 1H), 7.9 (d, 2H), 7.8 (s, 1H), 7.6 (d, 2H), 7,8-7.6 
(m,2H). 



Example 229 
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Example (i)-a B was processed as in Example w v 
title compound, 
mp 183-185 °C; 

5 MS (DCI/NH3) 471 (M+NH4) + ; (d 2H)i 

i H NMR (DMSO-de, 300 MHz) 5 11.18 (s, 1H). 7.89 (d, 2H), 7.84 (s, IH), 

7.46-7.40 (m,2H). 

Fvample 230 

Example (i)-a B was processed as in Example (.) a (Memo 

title compound, 
mp 187-189 °C; 

MS (DCI/NH3) m/e498 (M+lW. g ( 1H) 7 . 7 (d> 

I5 l H NMR(DMSO-d 6 ,300MHz)511.4(s,lH),8.4(m,lH),7.9(d,2H), ^ 

2H),7.6(m, 1H). 

Fvam ple 231 

20 Example (i)-a B was processed as m Example w K 

title compound, 
rap 169-170°C; 

MS (DCI/NH 3 ) m/e 471 (M + NH4) + ; g3 (s 1H)> 7 . 88 -7.78 (m, 

i H NMR (DMSO-d 6) 300 MHz) 5 10.99 (s, IH), 7.91 (d. 2H>. 7-83 (s. 

25 IH), 7.64 (d, 2H), 7.58-7.48 (m, IH). 

Fvam ple 232 

Example (i)-aB was processed as m Example w u 

30 title compound, 
mp 185-188 °C; 

MS (DCI/NH3) m/c 503 (M+NH 4 ) + ; 62 (d 2H) 

»H NMR (DMSO-d 6 , 300 MHz) 5 8.01 (d, IH), 7.94-7.8, (m, 3H). 7.8_ (s, 1 
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Examp le. 93 ■* 

title compound. ' w v 01 ') 10 provide the 

5 MS(ESI-)nVe556(M-H)- 

Examp lp. 7^4 

10 ExampteOHB^y^^ 

tiUeco.poun/ ^ ^"^^^^^^^^^ 

mp 235-237 °C; 

MS(Dd^H 3 )489(M+NH4)+- 

title compound. method 5, 6, or 7) to provide the 

20 mp 138-140 °C; 

MS (Dd^H 3 )470(M+H)+- 

'HNMR(CDCl3,300MH Z ) 5 7.85(d > 3H),7.45(d,2H) ) ,10 ( s ) lH). 

'25 Mr . EsmfeM 

tetraf3unmh f >n-, nTTlir[f: 

*j;:„f (i, " aBw,spr " K " d ' sta ^' i >''Me,h 0 d 5 , 6 , or7)mprovidcte 

mp 183-184 °C; 
30 MS(DCIWH 3 )m/e507(M + NH4)+- 

'H NMR (DMSO-d, 300 MHz) S 7.9 (s, 1H), 7, (d, 2H), 7.7 (d, 2H). 

^^^^^ 
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EMm pIe ®-a B « Pressed as in Example (i)-a <Me.hod 5, 6. 0 r 7, » provide *. 

title compound, 
^mp 188-189°C; 

MS (DCI/NH3) m/e 458 (« ? 6? . ? 57 (m , 4H ), 3.32 (s, 

5 1H NMR (DMSO-d 6 , 300 MHz) 8 8.12 (d, 1H), 7.92-7.SZ (U 

3H). 

Fit ample 238 

title compound, 
mp 133-134 °C; 

MS (DCI/NH 3 ) m/e 442 (M+NH4) + ; m) ? 6 (t 

1H NMR (DMSO-d 6 , 300 MHz) 8 0.8 (s, 1H). 8.2-8.0 (m, 5H). 7.9 (d, 1H), 7-8 fc 1H). 7. 

15 .1H),7.4((UH). - 

Fvamplp.239 

20 title compound, 
mp 239-240 °C; 

MS(DCl^H3)m/e423(M+NH4) + ; 7.7-7.6 (m, 2H), 7.6 

1H NMR (DMSO-d 6 , 300 MHz) 5 8.4 (m, 1HJ. 8.0 (d, 2H). 7.8 (s. 1H). 



(d, 2H). 

25 



Pimple 240 



Example (i^aBv-as processed as in Example (■>. (Matal 5, 6, > 

title compound. 
30 mp 202-204 °C; 

MS (DCI/NH3) m/e 408 (M+NH4) + ; 6 (d 

i H NMR (DMSO-d 6 , 300 MHz) 8 1 1.0 (s, 1H), 8.8 (d, 1H), 8.0 (d, 2H), 7.8 (s, 1H), 

2H),7.3 (d, 1H). 
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Example 241 

N-f4-r3.5-bisrtrifluorom ethvlV lH-pvrazol- 1 -vllphenvIltetrahvdro-2-furancarboxaniide 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
tide compound, 
mp 113-1 16 °C; 

MS (DCI/NH3) m/e 41 1 (M+H) + ; 

*H NMR (DMSO-d 6 , 300 MHz) 5 7.93 (d, 2H), 7.80 (s, 1H), 7.56 (d, 2H), 4.45 (dd, 1H), 4.01 
(q, 1H), 3.85 (q, 1H), 2.26-2.17 (m, 1H), 2.07-1.98 (m, 1H), 1.93-1.87 (m, 2H). 

Example 242 
N-f4-f3.5-bisftrifluorometiiylMH-pv^ 
Example 242 was prepared from Example 246 using the procedure described to 
prepare Example 125. 
mp 82-84 °C; 
. MS (DCI/NH3) m/e 393 (M+H)+; 
*H NMR (DMSO-d 6 , 300 MHz) 5 10.30 (s, 1H), 7.90 (d, 2H), 7.82 (s, 1H), 7.55 (d, 2H), 
3.76-3.74 (dd, 1H), 2.93 (t, 2H), 2.14-2.01 (m, 1H), 1.88-1.75 (m, 1H), 1.69 (q f 2H). 

Example 243 

N- f4- f3 . 5-bisf trifluorometh yl ) - 1 H-pyrazol - 1 -y ljpheny 11 tetrahy dro-3-furancarboxamide 
Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 193-194 °C; 
JAS (DCI/NH3> m/e 411-(M+NH4) + ;- - " " 
IH NMR (DMSO-d 6 , 300 MHz) 8 10.70 (s, 1H), 8.18-8.03 (m, 3H), 7.90-7.78 (m, 2H), 4.31- 
4.18 (m, 1H), 4.17-3.89 (m, 4H), 2.45-2.25 (m, 2H). 

Example 244 
N-K-^J-bisftrifluoromethvlVlH-py^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 213-214 °C; 

MS (DCI/NH3) m/e 425 (M+NH 4 ) + ; 
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.H NMR (DMSO-d 6 . 300 MHz) 5 1 1.33 (s, IH), 9.89 (s, 1H), 8.12 (d, 2H), 7.84 (s, IH). 7:66 

prample 245 

(i)-aB was proc^sXs^n^e (i)-a (Method 5, 6, or 7) to prov.de the 

title compound, 
mp 183-184 °C; 

MS (DCI/NH3) m/e 452 (M+NH4) + ; 
10 i H NMR (DMSO-d 6 , 300 MHz) 6 10.87 (s, 1H), 8.66 (dd, 1H), 8.03 (s, IH), 7.98 (d, 1H), 

7.80 (d,2H), 7.82 (s.lH), 7.66 (d,2H). 

F,xarnple246 

1 - r yrrnlidine-r.arhoxvlate 
Example (i)-a B was processed as in Example (i)-a (Method 5 . 6, or 7) to provide the 
tide compound, 
mp 70-72 °C; 

MS (DCI/NH3) m/e 493 (M+H) + ; 
20 .HNMR(DMSO-<l 6 ,300MH rt 8 .0.36( S , 1H), 7.84-7.77 , m ,3H),7.5«(d,2H,,4.3M..S 

(m, 1H), 3.48-3.35 (m, 2H). 1.98-1.80 <n>, 4H). 1.40( S , 3H), 1.27 (s, 6H). 



15 



Fv am ple 247 

NJ4j3^islU^^ 

25 ii^^w^^ 5 - 6 > - ?) to provide the 

title compound, 
mp 198-199 °C; 

MS (DCI/NH3) m/e 452 (M+NH4) + ; iin1 ... , m71 

«H NMR (DMSO-d 6 , 300 MHz) 5 10.85 (,. IH). 7.98 (d, 2H), 7.85 (d, IH), 7.84 (s. IH), 7.7 

30 (d,lH),7.65(d.2H). 
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e 



Example (i)-a B was processed as in Example (i)- a (Method 5, 6, or 7) to provide the 
title compound. v ««iue 

mp 148-149 °C; ! 

MS (DCT/NH 3 ) m/e 420 (M+NH 4 ) + ; 

5 1 HNMR(DM S O-d 6 ,300MHz) 6 10.0(s ) lH),7.9(d,2H),7.8(s, 1H). 7.6 (d, 2H) 7 1 ( m 
2H),6.1(dd,lH),3.9(s,3H). U^;, U (m, 



Example ?4Q 

, 0 ^^^^vn-mTvrTnl I VII,,!, ... n 
mp 192-194 °C; 

MS (DCI/NH3) m/e 452 (M+NEO*; 

] HNMR (DMSO-d 6) 300 MHz) 5 10.79 (s, 1H), 8.98 (d, 1H), 8.37 (dd, 1H), 7 97 (d 2H) 
15 7.82 (s,lH), 7.73 (d, 1H), 7.64 (d,2H). 1 

Examp le 9.S0 

^JzbjsQr^^ ? g 

carboxamirte 

2" Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 

title compound. 

mp 164-166 °C; 

MS (ESI-)m/e420(M-H) + ; 

'H NMR (DMSO-d 6l 300 MHz) 8 , ,. 06 ( s , 1H)) 7.92 (d, 2H ()> 7.84 (s, 1H), 7.66 (d, 2H). 2.84 

25 (s, 3H). 

Examp le 

3D f rt V° B ^ Pr ° C£SSed 35 in Exampk (i) - a (Method 5 - 6 > « 7) to provide the 

30 title compound. 

mp 181-182 °C; 

MS (DCI/NH 3 ) m/e 486 (M+NEj)*; 

>H NMR (DMSO-d 6 , 300 MHz) 5 7,6 (d, 2H), 7.82 (s, 1H), 7.6. (d, 2H), 7.44 (d. 1H), ,88 

(u, 1H). 
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Sam ple 252 

" ExampleW-aBwasprocessedasinExample (i)-a (Method 5, 6, or 7) to prov.de the 

5 title compound, 
mp 119-120 °C; 

MS (DCI/NH3) m/e 421 (M+NH4) + ; 

f H NMR (DMSO-d 6 , 300 MHz) 6 10.4 (s, 1H), 8.0 (d, 2H), 7.9 (d, 1H), 7.8 (s, 1H), 7.6 (d. 
2H), 6.6 (d, lH),2.4(s, 3H). 

10 

F.xnm ple 253 

- L l x ^e^I^s processed as in^mple (i)-a (Method 5, 6, or 7) to prov.de the 

title compound. 
15 mp 182-184 °C; - 

MS (DCI/NH3) m/e 457 (M+Na,) + ; 

.H NMR (DMSO-d 6 , 300 MHz) 6 8.0 (d. 1H), 7.9 (d, 2H), 7.8 (s. 1H). 7.6 (d, 2H), 7.3 (d, 
1H). 

Exam ple 254 

20 - * 

xt r/i.p s.hic frrifliinromet h viyiH-pva^nl-l-vllphenV .-. 

(Method 5, 6, or 7) to prov.de the 

title compound, 
mp 172-173 °C; 

25 MS (DCI/NH3) m/e 425 (M+NH4) + ; in . 1ffl((lffl1 
1H NMR (DMSO-d 6 , 300 MHz) 6 10.58 (s. 1H). 7.85 (d. 2H). 7.81 (5. 1H), 7.60 (d. 2H), 

5.14-5.08 (m, 1H), 2.61-2.50 (m, 3H). 2.34-2.24 (m, 1H). 

F-xam ple 255 

"^p^i^W^^ < Method 5 - 6 < or 7) t0 pr0V,de thC 

title compound. 

mp decomposes >250 °C; 

MS (DCI/NH3) m/e 424 (M+NH4) + ; 
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1H NMR (DMSO-d6, 300 MHz) 5 7.94 (s, 1H), 7.86 (d, 2H), 7.81 (s, 1H), 7.58 (d, 2H) f 4.27 
% (m. 1H), 2.38 (m, 1H), 2.2 (m, 2H), 2.05 (m, 1H). 

Example 

N-[4-f3,5-bisf trifluorometbyl)- IH-pyrazol- l-yI]phenyl1-5-bromo-3-pyri<imgcmt>oxami(je 
Example (i)-a B was processed as in Example {i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 155-157 °C; 

MS (DCI/NH3) m/e 489 (M+NH4) + ; 

*H NMR (DMSO-d 6 , 300 MHz) 6 10.8 (s, 1H), 9.1 (d, 1H), 8.9 (d, 1H), 8.6 (t, 1H), 8.0 (d, 
2H),7.8(s, lH),7.6(d,2H). 

Example 257 

N-r4-r3.5-bis( f trifluoromethvl )- 1 H-pvrazol- 1 -yl1phenyl1-5-nitro-3-thiophenecarboxamide 
Example (i)-=a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 164-165 °C; 

MS (DCI/NH3) m/e 468 (M+NH4) + ; 

*H NMR (DMSO-d 6 , 300 MHz) 8 8.7 (d, 1H), 8.6 (d, 1H), 8.0 (d, 2H), 7.8 (s, 1H), 7.6 (d, 
2H). 

Example 258 

1.1-Dimethylethyl 4-rrf4-r3.5-bis( , trifluoromethyl)-lH-pvrazol-l-yllphenyl1aminolcarbonyIl- 

" 3-thiazolidinecarboxylate 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 82-84 °C; 

MS (DCI/NH3) m/e 528 (M+NH 4 ) + ; 

l H NMR (DMSO-d 6 , 300 MHz) 5 10.45 (s, 1H), 7.82 (s, 1H), 7.80 (d, 2H), 7.58 (d, 2H), 
4.68-4.42 (m, 3H), 3.58-3.43 (m, 1H), 3.24-3.15 (m, 1H). 1.30 (s, 9H). 

Example 259 

N44-r3.5-bisftrifluoromethyinH-pyrazol-l-yl1pheny 
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title compound. , 
*mp 213-214 °C; 

MS (DCI/NH3) m/e 453 (M+NH4) + ; 1H) 7 60 

5 l H NMR (DMSO-d 6 , 300 MHz) 5 10.00 (s, lH), 8.17 (d,lH), 7.93 (d,2H),/ 

(d,2H),6.85(d, lH),3.93(s,3H). 

Example 260 

the title compound, 
mp 156-159 °C; 

MS (DCI/NH3) m/e 435 (M+H) + ; d 1H)> 

i H NMR (DMSO-d 6 , 300 MHz) 6 1 1.12 (s. 1H), 8.85 (d, 1H). 8.48 (dd, 

15 . 7.90 (s.lH), 7.70-7,50 (m,4H). 

Temple 261 

20 the title compound, 
mp 206-208 °C; 

MS (DCI/NH3) m/e 426 (M+H) + ; n (d 2H)> 

1H NMR(DMSO-d 6 , 300MHz) 5 10.98 (brs, IH). 8.9d (d. IH), 8^1 (dd, 

8.15 (d,2H), 7.94 (d,lH), 7.87 (s,lH). 

25 Fvample 262 

*vn IH pvrazdd^^^ 
NJM3JB>is(tofl^^ 7) t0 provide 

Example (xxiv)-a B was processed as in Example (i)-a (Method 5, 

the title compound. 
30 mp 113-116 °C; 

MS (DCI/NH3) m/e 47 1 (M+H) + ; 91 ( 

«H NMR (DMSO-d 6) 300 MHz) 511.15 (,. IH). 8.83 (d, IH), 8.45 (dd, IH), 

2H).7.94(d, lH),7.87(s, IH). 
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Example gftt 

title compound. ~ * ' x u > UI «> provide the 

mp 142-144 °C; 

MS (DCI^Hs) m/ e 581 (M+NH4)^ 

■HNMK PMSO,. 300^, , ,„, 6 ( , IH) , ,, 3 fc ^ ?Jj (j ^ ^ ^ ^ ^ 

Pie 264 



tert-butoxide (2.75 g 25 mmoU TBPnn , nexanes. At -78 OQ potassium 

poured onlo fresh dry ice After ev a » ,• , ^ * " 78 C * s ^»°» was 

— * ■» Mro&en ^^^11^ Z " ^ * " ^ 

hydrochloric altfcn a»dKCL„m " •hermxrure (deared product in 

- -Example fi)-a B was processed asm Example (iVaMethods ~„ r ~7i 7 " ~ V 

mp 152-153 °C; 

MS (DCI/NH3) m/e 436 (M+NH 4 )+- 



Example 2*1 
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, u i ^ m 00 ma 0 71 mmol) and K 2 C0 3 (108 mg, 0.78 
Toamixtureofethyl^pyrazolecarboxylat l^' > After the action 

,s • runon mLI was added methyl iodide (67 i .u mn > 
mm ol)inCH 3 CN(2mL)wasaa y from the reaction was filtered 

5 an d concentrated to provide 80 mg of desired product as an oil: 

MS (DCI/NH3) ra/e 172 (M+NH4) + ; 3 g? ^ L25 (t , 

1H NMR (DMSO-d 6 , 300MHz) 5 8.29 (s, 1H), 7.82 (s, W. 

3H) - n rthvl 1-mcmYl-4-pyrazolecarboxylate(31mg,0.2 

c „i P r;\ a B (59 me, 0.2 mmol), ethyl-i-mcuiyi-^ w 

Example (l)-aB^mg, r»M«:n f? mLI were stirred at room 

waled with water and dried to give the tittle compound in gift yield, 
mp 211-212 °C; 

MS(DCimH3)ra/e421(M + NH4) + ; 8 .05 (s, 1H), 7.94 (d, 2H), 7.83 

,5 l H NMR.(DMSO-d 6 ,300MHz)510.14(s > lH),8.37(s,lH) ) 8 

(s, 1H), 7.59 (d,2H), 3.93 (s.3H). 

trample 266 
,, ... ■> c ^-t wl^-isoxazole carboxamifle 

20 Example (i)-aB was processed as in Example w 

title compound. 

mp 179-180 °C; + 

MS(DCyNH 3 )m/e436(M + NH4) ; (d 2H) 7 . 83 (s, 1H), 7.63 (d, 2H), 

>H NMR (DMSO-d 6> 300 MHz) 5 10.40 (br s, 1H). 7-88 (d, 2H). 

25 2.58 (s,3H), 2.36 (s,3H). 

Eyaniple 267 

thipjjsnerarhoxamide 
^ « in Fxamole (i)-a (Method 5, 6, or 7) to provide the 
30 Example (i)-aB was processed as in Example W i 

title compound, 
mp 119-120 °C; 

MS (DCI/NH3) m/e 487 (M+NHi)*; 
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»H NMR (DMSO-d 6 , 300 MHz) 8 10.43 (s, 1H), 8.06 (s, 1H), 7.93 (d, 2H), 7.84 (s, 1H)> 7.6 
.(d, 2H), 3.93 (s, 3H). , 

Example 268 

N-r4-r3.5-bisftrifluorometh^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 175-177 °C; 

MS (DCI/NH3) m/e 486 (M+NH 4 )+; 

*H NMR (DMSO-d 6 , 300 MHz) 5 9.0 (d, 1H), 8.6 (d, 1H), 8.0 (d, 2H), 7.8 (s, 1H), 7.6 (d, 
2H). 

Example 269 

N-[4-[3.5-bisftrifluoromethy3VlH^ 

Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 215-216 °C; 

MS (DCI/NH3) m/e 486 (M+NH4) + ; 

] H NMR (DMSO-d 6 , 300 MHz) 5 10.92 (s, 1H), 8.04 (s, 2H), 7.97 (d, 2H), 7.84 (s, 1H), 7.67 
(d, 2H). 

Example 270 

N-r4-r3J-bisftrifluoromethyO-lH-^ 
~ * "Example (i)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 228-229 °C; 

MS (DCI/NH3) m/e 487 (M+NH4) + ; 

] H NMR (DMSO-d 6 , 300 MHz) 5 8.70 (d, 1H), 8.45 (d, 1H), 7.88 (d, 2H), 7.83 (s, 1H), 7.64 
(d, 2H). 

Example 271 
N-f4-p t 5-bisftrif1uoromethylMH-pyra^^ 

chlorobenzamide 
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title compound. , 
mp 65-67 °C; 

7.92 (s.lH), 7.91 (d,lH). 7.68 (d,2H). 

f l? am ple 272 

„ ""^^^^ 

the title compound, 
mp 66-67 °C 

S D ts~M M a « «, m,,7.SS «* . H,, 7.S (s, ,H, 7 68 (* . H>, 

F.vwmple 273 

the title compound, 
mp 114-115 "C 

Slot S~MH* . ( , «. S.2. * .H, «. ft .H». 7* 1 H,. 

Anal, calcd for C23H9F14N5O: C, 43.34, H, lAi, w. iu 
10.78. 

apnirmlhenzoate 

E„™ P ,e W .aCw as jessed as-, n E, mp Mi)-«<M.^^-')»P'™*' ta 

title compound, 
mp 75-76 °C 
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MS (DCI/NH3) m/e 589 (M+Ntij)*; 

>H NMR (DMSO-d*. 300 MI?Z ) 511.17 (s , 1H), 8.52 (d, 1H), 8.08 (dd, 1H). 7.98 (d 1H ) 
7.82-7.74 (m,3H), 7.58 (d,lH), 3.64 ( S( 3H). 

5 

Example 

10 mp 61-63 °C; 

MS(ESI-)m/e485(M-H)-; 

'HNMR(DMSO-d 6 ,300MHz)8l0.68(s > lH),8.38(d ) lH),8.1 H dd,,H) 7 93( S 1H) 
7-92 (d,lH), 2.61 (s,3H), 2.38 (s,3H); J.'-W(«.1H>. 
Anal, caicd for C 18 H„F 9 N 4 0 2 : C, 44.45; H. 2.28; N, 1 1.52. Found: C, 44 60- H 2 37- N 

15 10.9 J. ■-- ■- 



Examp le 276 
thiadia7nlp-5-p g rKn rarn |^ P 

mp 134-136 °C; 

MS (ESI-)m/e488(M-H)- 
- - - ^NMR(DMSO-d,300MH 2 ) 5 if* (s, 1HX 8,8 (d^H), 8.1 6 (ddTli^V 1H) " " 
25 7.94 (s,lH), 2.86 (s,3H); 

Anal, calcd for C 16 H 8 F 9 N 5 OS: C, 39.27; H, 1.68; N, 14.18. Found: C, 39 29- H I 71- N 

13.81. " ' ' J,/i ' JN ' 



Examp le 277 

isoxazolecarh^xarpi^ 
Example (xni)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide 

trie title compound, 
mp 64-65 °C; 
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SffjEEE* mom* ,H,,,.m m,»» ft m^'H,.^ 

5 11-98. 

Trample 278 

„ EMmpl .«*.Bw.pr K es S ed„BW«0H(M««5, 6 ,o t 7„op ro v ld e lte 

title compound, 
mp 145-146 °C; 

» »■« » 806 <* 792 (t m ™ <s ' 162 

15 {S ,3H). 2.37 (s, 3H); Found; c , 44.39; H. 2.16; N, 

Anal, calcd for C i8 Hi 1F9N4O2: C. 44.45, H, 2.28, N, 11^ 

11.3. 

E2Lamplg279 

„, m iA.n S-hkftri fl"ornmethvn-1H-pyra7.oi yu . 

S.rarhoxamide 

Ejlampl ,(„vHBwasp ro c eS , e da ii nExa m pl e ^ ( M eft oa5,6,o I 7„op I ov,e« 

the title compound, 
mp 196-197 °C; 

25 MS (ESI-) m/e 434 (M-H)- m ? 54 (d 2 H), 7.47 (dd, 1H), 2.88 (s, 

i H NMR (CDCI3, 300 MHz) 58.04 (s, 1H), 7.73 (d. 1H). 7-54 (d, 

3H). 2.33 (s, 3H), lfi Qg Found: c , 44.25; H, 2.45; N, 

Anal, calcd for CieHi iF 6 N 5 OS. C, 44.14, n, ^ 

15.97. 

30 Fvam ple 28Q 

M_fA-p S-his( t nP""'-" mi '-' hvl '- 1H - r ' vra7 - ot ; Y -' 

th j ^ 7 r l ip-S-carboxa mide 
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Example (xv)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 
\np 119-121 °C; ' 
MS (ESI-) m/e 450 (M-H)-; 

*H NMR (DMSO-d 6 , 300 MHz) 8 8. 14 (d, 1H); 7.94 (s, 1H), 7.75 (d f 1H), 7.23 (dd f 1H), 3.97 
(s, 3H), 2.85 (s, 3H); 

Anal, calcd for C^HnFsN^S: C, 42.57; H, 2.45; N, 15.51. Found: C, 43.19; H, 2.46; N, 
14.46. 

Example 281 

4-chloro-N*r4-r5-methyl-3-rtrifluoromethvlVIH-pvrazoI-l-yl1phenyl1be 

Example (xix)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide 

the title compound. 

mp 145-146 °C; 

.MS.(DCI/NH 3 ) m/e_370 (M+H)+; 

1H NMR (CDCl 3l 300 MHz) 5 7.85 (d, 2H), 7.78 (d, 2H), 7.49 (d, 2H), 7.47 (d, 2H), 6.67 (s, 
1H), 2.36 (s, 3H). 

Example 282 

4-methvl-N44-[5-methyl-3-(mfl 

carboxamide 

Example (xix)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide 
the title compound. . — 

_mp-5.1--53--°G-;- ~ ~ ~ 

MS (DCI/NH3) m/e 368 (M+H)+; 

*H NMR (GDCI3, 300 MHz) 8 7.85 (d, 2H), 7.78 (d, 2H), 7.49 (d, 2H), 7.47 (d, 2H), 6.67 (s, 
1H), 2.36 (s, 3H). 

Example 283 

3.5-Dimethvl-N-f4-r5-methyl-3-l f trifluoromethyn-IH-pyrazol-l-yriphenyl1-4- 

isoxazolecarboxamide 
Example (xix)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide 
the title compound, 
mp 180-181 °C; 
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MS (DCI/NH3) m/e 365 (M+H) + ; 

JH NMR (CDCI3, 300 MHz) 5 7.85 (d, 2H), 7.78 (d, 2H), 7.49 (d, 2H), 7.47 (d, 2H). 6.67 (s, 



lH),2.36(s, 3H). 

Fvam ple 284 



5 1 chirr- K, 4 4. (S . mP ,hvi- 1 H- P vn7 ol -i-vl>pbe-nvl1t»e n z ainid£ 

the title compound, 
mp 189-191 °C; 

10 MS (DCI/NH3) mlt 312 (M+H) + ; . - s4 

(d, 1H), 7.50 (d, 2H), 6.26 (d, 1H), 2.34 (s, 3H). 

^v^ple.285 

the title compound, 
mp 163-164 °C; 

(d,lH), 2.93 (s.3H). 2.35 (s,3H). 

F^am ple 286 

the title compound, 
mp 15 1-152 °C; 

MS (DCI/NH3) m/e 297 (M+H) + ; , 
U NMR (DMSO-d 6l 300 MHz) 8 10.23 (s, 1H). 7.79 (d, 2H). 7.54 (d, 1H), 7.50 (d, 2H), 6.26 

30 (dd, 1H), 2.57 (s, 3H), 2.36 (s, 3H), 2.32 (s, 3H). 

Temple 287 
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Example (xxii)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide 
the title compound. ■ 
mp 177-178 °C; ' 
MS (DCLWH 3 ) m/e 351 (M+H)+; 

5 , HNMR(DMSO-d 6 ,300MH Z )8l0.24Cs.lH),8.69(d,lH),7.86(dd,4H),7 04(d 1H) 
2.57 (s,3H), 2.36 (s,3H). ' *' 

Examp le 9.88 
carboxamiHp 

Ex ^P le W-aCwasproces Se dasinExam P le(i)-a(Method5 ( 6,or7)top^ 
the title compound. 

mp 177- 179 °C; 
MS(ESI-)m/e368(M-H)-; 

.5 'H NMR CPMSO-ds, 300 MHz) 6 10.87 (s, 1H), 8.82 (d, 2H), 8.67 (d, 2H), 5.82 (s, 1H), 2.84 

(s, 3H). 



Example 7RQ 

Example (xxv)-a B was processed as in Example (i)-a (Method 5, 6, or 7) to provide 
the title compound, 
mp 144-145 °C; 

MS (DCI/NH3) m/e 3 15 (M+H)+; 

'H NMR (CDC, 3 , 300 MHz) 8 7.74 (d, 2H), 7.28 (d, 2H), 3.0. (s, 3H), 2.51 (s, 3H), 2.42 (s, 



25 3H). 



Examp le 2Q0 

^miimJ^^ . h 



30 

Examp le 2QOA 



3-mtro-nicntinip ariH 
3-Nitr 0 -4-methyl P yridine (2 g, 14 mmol) in water (200 mL) was refluxed while a 
saturated solution of potassium permanganate (4.43 g, 28 mmol) in water (20 mL) was added 
dropwise over a 4 hour period. At the end of addition, the solution was refluxed for another 
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two hours. The solution was filtered while hot, the brown manganese choxrde tl.ter cake was 
Then the solid was redissolved with a minimum amount of water, and concentrated 
concentrated in vacuo to give 800 mg of brown product (carboxyhc acxd salt and KC1 salt). 

T^v^^^^^^^^^" 6 ^^ 483-487 
Reference: Kataoka, M, Morisawa, Y.; Kitano, N. J. Med. Chem. 1976, 30(4), 483-487. 

Fv a m r 1p.?.90B 

Example (i)-a B and Example 290A were processed as in Example (l )-a (Method 5, 6, 
or 7) to provide the title compound, 
mp 207-209 °C; 

MS (DCI) rate (M+H)+; . , d 

1 H NMR (D^SOd6. 300 MHz) 8 11.16 (s, 1H). 9.40 (s, 1H), 9.10 (d, 1H, J - 6Hz), 7.94 (d, 

1H, J=6 Hz), 7.85 (d, 2H, J=9 Hz), 7.84 (s, 1H). 7.65 (d, 2H, J=9 Hz). 

Exam ple 290. 

T„ a Sun, 5% Pd-C (1 . mg) i««h,l (>» *« ™> ^ 29 ° B " 
^ » After pu^ B .be wi* dq. »d f,«™g ». n« 

1 K> g o, sk-ge, using «h y i «: -exancs <* «) - *- » ■* «™"" , "" d " * 

white powder (80 mg, 77% yield), 
mp 101-102 °C; 

MS (DCI/NHj) m/e 416 (M+H)+; 

1 H NMR (DMSO-d 6 , 300 MHz) 5 10.55 (s, 1H), 8.87 (,. 1H). 7.94 (d, 2H), 7.86-7.82 (m, 
2H), 7.61 (d, 2H), 7.54 (d, 1H), 6.40 (s, 2H). 

3 Sam ple 291 
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mp 187-188 °C; 1 
MS (DCKNH3) m/e 482 (M+NH ) + • 

Example 9Q9 
Example. 

dimeth 1° 3 f ^ ( °° C) ° f SOdiUm hydrfde (95% ' 160 -* 6 67 -ol) - 
Amemylformarmde (10 mL) was added 3J-U smuoTOm&m (1 12. 5 50 mmnn 

m , 5.5 mmol) was added. The .suiting mixture was heated at reflux for 12 hours L 

00 mL. The aq ecus rruxture was extracted with ethyl acetate (3 x ,00 mL) and the 

ornbtnedorgaruclayers were dried over sodium sulfate, filtered and concentr ted The 

I^d ^^^f ^ ^ C ° 1UI - ^omatography using 20 % ethyl acetate/hexane to 
afford a yellow oil (1 .78 g> 99% yield). 

MS (DCI/NH3) m/e 326 (M + H)+; 

1H NMR (DMSO-d 6 , 300 MHz) 8 9.39 (d, ,H), 8.86 (dd, ,H), 8.21 (d, 1H), 8.02 (s, 1H). 



Example. 7Q?R 

i -r3 . 5-bis(rrif1unromrthyl),i fa 220l , 1 , vll , 2 . nvriri;n ,,_ ; ^ 
nitre, 3 ° f PaJ,adiUm ° n 092 °*> in «*>* (*> mL) under a 
acetate (10 mL). A hydrogen balloon was placed on the reaction flask and the reaction mixture 

pt toTd ^ " ^ "^y- — ^-ed off through a diatomaceous earth/si/ca ^el 
plug to afford an oil (1.20g, 75% yield). S 

MS (DCI/NH3) m/e 297 (M + H)+; 
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1 H NMR (DMSO-d 6 , 300 MHz) 5 7.82 (d, 1H). 7.72 (s, 1H), 7.43 (d, 1H), 7. 1 5 (dd, 1H), 
5.90 (s.2H). 

F.Tam ple-292 

Example 292B was processed as described in Method 5, 6, or 7 to provide the tide 

compound, 
mp 164-165 °C; 

MS (DCI/NH3) m/e 419 (M + H)+; 

1 H NMR (DMSO-d 6 . 300 MHz) 6 10.96 (s, 1H), 8-88 (d. 1H). 8.45 (dd, 1H). 7.92 (d, 1H). 
7.87(s, 1H), 7.77 (m, 1H), 7.66 (m, 1H), 7.40 (m, 2H). 

Temple 293 

• , 1H n--n-nl I "i yVP-f1""robe n™v1) gm ' n ^ henzoate 

Fvam ple 293A 

3 5 .Bis(trifluoromethyl)pyrazole (1.02 g, 5 mmol) in DMF (5 mL) was added to a 

rninutcs and was stirred at room temperature for one hour. Then methyl 2-fluoro-5- 
rTnzoate (1 .0 g , 5.0 mmol)" in DMP (10 «4 was — » * ^^TZ it 
syringe Upon finishmg the addition, the solution was heated to 45 «C for 10 hours Then it 

J 

(3x20m,, Thecon— 

over Na2S04, filtered and concentrated in vacuo, l ms cruu y 

over silica *el using ethyl acetate:hexanes (2:8 to 3:7) in sequence. The fractions were 

Deutsch, J,, Niclas, H. J. Synth. Commun. 1991, 21(4), 505-513. 

MS (DCI/NH,) m/e 371 (M+NH4) + ; < „ v w r, \m 

>H NMR (DMSO-d 6 . 300 MHz) 5 8.76-8.64 (m, 2H) 8.17 (d, 1H, J = 6 Hz), 7.94 (s. 1H). 

F.vam ple 293B 

me th J l>amin^^ 
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25 



chlorid f7 ° tBua ^ 293A was Educed i™ powder and ammonium 

chloride as descnbed in Example 355B.. 

"mp 45-47°C; l 
MS (DCWffy m/e 371 (M+NIL0+- 

Example 2<n 

'HNMR(D M SO- li< ;,300MH z ,' 58 . 5 4 (li , 1 H,, 6 . 16(d<i , 1 H ) , 7 . 80 . (ilH) 776(Id ™ 
7.69-7.60 ( m , 1H), 7.45-7.35 (m, 2H). 3.65 (OH). 

Example ?Q4 

^in^n-^ n < Nmn m*+* m ^,.,.,-.„w t| 1rn , , 

Examp le 9Q4 A 
4-cvano-?-rhJorohen7nir »rtf 
Under a nitrogen atmosphere, Zn(CN) 2 (58 mg, 0.50 mmol) and 4-bromo-2- 
ch lorobenzoic acid (200 mg, 0.90 mmol) were added to dry dimethylformamide (5 mL) 
oUowe by t etra k is(tnphen y lph 0 sphi„e)palladium(0) (43 mg, 0.036 mmo.). The resulL 
y ow sl^ was heated to 80»C overnight. After, was cooled to room temperatures 
fluted w,th ethyl ether (20 mL), and washed W1 th water (2 X ,0 mL). Then he ethe, , 
portton was collected, dried with Na 2 S0 4 , mtered a,d concentrated in vacuo to gi^ro 
4-cyanobenzoic acid (60 mg, 37% yield) as a white solid. 

Reference: Magidson, O.J.; Trawin, A.I. ChemBer. 1936,69,537-544. 



Example. 7Q4R 

or 7) t0 h u H B EX2mple ^ Pr ° CeSSed 35 in ®* (Method 5 6 
or 7) to provide the title compound "«u.o. 

MS (DCI/NH3) m/e 476 (M+NH,)* 
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, 300 MHz) 5 8.03 («, IH), 8.0 (d, IH), 7.9 (m, 3H), 7.8 (s, 1H), 7.6 (d, 



lHNMR(DMSO-d6: 
.2H). v 

Fvam ple 294 



10 



20 



Fvam ple 2^4 



15 mp90-93°C; 



25 



30 



Hip 

MS(DCIWH3)m/e480(M + NH 4 r; 7 7 55 flI L 4H) 742(d,lH), 

1 H NMR (DMSO-d6, 300 MHz) 8 7.94 (d, 2H), 7.84 (s, IH), 7.66-7.55 (m, 4H), 

4 39 (s,2H),3.90 (s.2H). 

Pv a Trple295 

the title compound, 
mp 160-162 6 C; 

MS (DCI/NH3) m/e 364 (M+H)+; im7 , M ,m 58 M 
IH NMR (DMSO-d 6 , 300 MHz) 5 10.1 (s, IH). 7.9 (d, 2H), 7.8 (s, IH), 7.6 (d, 2H), 5.8 (d, 

1H),5.6 (d, 1H),2.5 (s,3H). 

f ya mple296 

title compound, 
rap 156-158 °C; 

MS (ESI) m/e 486 (M+Cl)'; 450 (M-l)"; 
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5 

Example 9Q7 

( .Example 207 A 

5-chioro-2- nitrop vririinp 
To cold (0 °Q concentrated sulfuric acid (80 mL) was added wr h a 

i ■ uiterea ana dried in vacuo to afford s 

chloro-2-mtropyr.dme (3.10 g, 63% yield) 

MS (DCI/NH3) m/e 129 (M+H for aniline)*; 

lH NMR CDMSCWg, 300 MHz) 8 8.78 ( m , iji), 8.37 (m, 2H). 

Example 9Q7p 
Toacoldslurry^ofsodiun^^^ 

24 hours, then cooled to room temueraturp Th* „• . 0r 

chloride solution (100 mL) TheT ^ int0 Satoated sodi ™ 

(100 mL). The aqueous mixture was extracted with ethyl acetate G x 100 

con« ed . The residue was purified by flash cdumn 

acetate/hexanetoaffordayellowoiUl.ng^O^yield) § % ' 

MS(DCWH 3 )m/e297(M + lforaniline) + - 

•H NMR (DMSO- d5 , 300 MHz) 5 ,38 (d, 1H), 8,8 (dd, 1H), 8.21 (d. 1H), 8,2 (s, 1H). 



Examp le 7Q7P 
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To , soluto of Example 29TB (IE In* ^ ^ ^ ?o „ c fo[ ^ 

1 used in the next step without further purification. 

MS(DCWH 3 )m/e297(M + H)- 1H ), 7.44 (d, 1H). 7.15 (dd, 1H), 5.93 

1 H NMR (DMSO-d 6 , 300 MHz) 8 7.81 (d. 1H). 7-74 (s. mj. 



10 (s,2H). 

Exam ple 291 



Example 

u n m nvrazol-MdHrmadinjO)^ 
Example 297C was processed asm Example W 

15 title compound. 
mp 153-155 °C; 

MS(DCyNH 3 )m/e419(M + H) ; 8 .47 (dd, 1H), 7.92 (d, 1H), 

1 H NMR (DMSO-d 6 , 300 MHz) 6 10.95 (s, 1H). 8.88 (d, 1H). 
7.87(s,lH), 7.77 (m,lH), 7.66 (m,lH), 7.40 (m,2H). 

20 ExampisJSS .. 

f mm? 1 ' W8A 

nuoro-^itrobenzmc «d (TOS mg 3. ^ „ 
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; h ~^ wmh2,8 -^'">---.h, 8 . ww , 1h ,, 8 , (s , ih , 

o ■ % Examp le. 7Q«r 

A mixture of Example 298Ar42nn77r, t** 33 ^^* 1 ^^ 
m™,), diphe„ yJph0sph0ryla2ide (I.OmL, 6.15 

^™oi) in toluene was ^ 

concentrated in vacuo. Purification n fth / J he reacQon nuxture was cooled and 

MS(DdWH 3 )in/e502(M + NH 4 )+- - 

*H NMR (DMSO-dg, 300 MHz) 5 9.82 (s 1H) 88J rd m, 

«■ ^ 4.09 (t, 2H), 0.95 ft 2H), 0.02 (i, 9H " ' ^ ? * * ^ ™ 



method 4. USmg gCneral ^genation meth^de^ 

*H NMR (DMSO-d6, 300 MHz) 8 8 71 (s 1H) 7 firi f , 



Exampl ft .9QRrv :__ 

MS(DCI/NH 3 ) m / e5 94(M + NJ W *. ■ 

» SSSK5S5S5r---«~ 

v i, • £xampje228 
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using 40%ethyl acetate/hexane affording the title comp 

MS(DCWH3)iWe450(M + NH 4 ) + ; __ n 775to 3H) 7 .4O-7.30(m,2H),7.l5 

1 H NMR (DMSO-d 6> 300 MHz) 5 7.71 (s, 1H). 7.70-7.75 (m, 3H), 
(d,lH), 6.85 (dd.lH), 5.38 (s,2H). 



^ p ^■hi^trif lnnrrr-'WP- 1 H-nvrazaLUOJ * 

lxampk222A 

bisCtrifluoromethyDpyrazole (1 g, 4.9 mrnol) J Then 2 _ fluoro . 

tum edbrownin5minute sand was stod ^/^^ 10 .L) - added to the 
5-nitro-benzonitrile(8^ 

nondrop w.ebysyringe. ^^^^^^--^ 
,0 hours. Then it was cooled to room temperature, cul ^ ^ 

wUhethylac^^^^ 

obtained as a brown oil (1.4 g, 84% yield), 

ExiirrvDle_222£ 

H3^i^--— and ammonium 
The nitro group of Example 299A was 
chloride as described in Example 355B. 
mp 124-126°C; 

, MS(DCUNH 3 )m/e338 (M + NHJ . 1H ), 7.05 (d, 1H), 6.94 (dd, 1H). 

lHNMR (DMSO-d 6 , 300 MHz) 5 9.31 (s. 1H).7.71 (d, 

EjcajnE!e291 
.[3j-bisJ^rjfJu£rom^^ * 
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Example 299B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 

"rap 132-134°C; ' 
MS {DCI/NH3) m/e 460 (M+NHJ ; 
5 *H NMR (DMSO-d6, 300 MHz) 5 11.15 (s, 1H), 8.58 (d, 1H), 8.47 (d, l.H), 8.20 (dd, 1H), 
8.04 (s, 1H), 7.47-8.28 (m, 4H). 

Example 300 
AM4-|'5-cvano-3-( r trifluoromethyl)-l#^^ 

10 

Example 300A 
2.2.2-trifluoroacetaldehvde7V-r4-nitro phenvllhvdra2one 
A 1L round bottom flask equipped with a stir bar and a 250 mL pressure equalizing 
dropping funnel was charged with trifluoroacetic acid (10.0 mL, 130 mmol) and ether (350 

15 mL). To this cold solution (0 °C) solution was added lithium aluminum hydride (1 M soin. in 
ether, 100 mL, 100 mmol) via the dropping funnel over 20 min. The resulting solution was 
stirred at 0 °C for 1 h. The reaction was quenched by the addition of methanol (10 mL), 
followed by water (10 mL), then concentrated HC1 (17 mL). The ether layer was extracted 
with water (300 mL), then dried over sodium sulfate, filtered and concentrated. The crude 

20 material was used in the next step without further purification. A mixture of the 

trifluoroacetaldehyde thus produced (ca. 130 mmol), 4-nitrophenylhydrazine (15.02 g, 98.04 
mmol), ethanol (250 mL) and concentrated HQ (5.0 mL) were heated to 100 °C for 2 hours. 
The reaction was cooled, approximately 90% of the ethanol was removed in vacuo, and then 
ether (350 mL) was.added. The ether layer waswashed with saturated sodium bicarbonate 

25 solution (300 mL), then dried over sodium sulfate, filtered and concentrated to a crude orange 
solid (22.8 g, 99%) which was pure enough to use in the next step. 
MS (DCI/NH3) m/e 251 (M + NH0+; 

J H NMR (DMSO-d 6 , 300 MHz) 8 11.78 (s, 1H), 8.20 (d, 2H), 7.55 (q, 1H), 7.19 (d, 2H). 

30 Example 300ft 

2.2 .2-trifluoro-A^-f4-nitrophenvnethanehydrazonoyl chloride 
To a solution of Example 300A (7.4 g, 0.031 mol) in DMF (30 mL) was added a 
solution of N-chlorosuccinimide (4.38 g, 0.033 mol, 1.05 eq) in DMF (15 mL) dropwise at 0 
°C. After addition, the resulting dark green mixture was stirred at room temperature for two 
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use in the next step. 

MS (DCI/NH3) m/e 285 (M+NH 4 ) ; 

1 H NMR (DMSO-d6, 300 MHz) 5 1 1.30 (s. 1H), 8.24 (d, 2H), 7.44 (d, 

f vample 300C 

mnol). to methylene (10.35 mL, 14.25 mm J ^ 

££k (DMSO-fc. 300 MHz) 6 8.53 <d. 2H). 8.20 (, 1H>, 8..3 (d. 2H). 
20 ExarnElelQQQ 

Toa 50mL round bono* flask was ^^^ 8 ^ ^ imW «of 

chlo ri de(138 mg ,,8n™l,0.8^ 
25 eth anol:H,0(3:U2^). ^^^^ ^ 
^ernpera^^ 

was concentrated m vacuo. ^ ^re-methane portion was dried wrth 

and washed with NaHCO, solution (30 mL). The< \ 91%)asa crude brown solid 

Na^and concentrated in vacuo to give the annne (800 mg, m ) 
30 which was pure enough to use in the next step. 

MS (DC1/NH3) m/e 252 (M+NHJ*; ^ j (fc 2H) . 

1 H NMR (DMSO-d 6 , 300 MHz) 5 7.96 (s, 1H). 7.38 (d. 2H>. 



F^firnp le 300 
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N- {4-r5-cyano-3-(trifluoromethyl V 1 //-pvrazol- 1 -yllphenyl ) -3-fluoroisonicotinamide 
Example 300D was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 161-162 °C; 
5 MS (DCI/NH3) m/e 393 (M+NH 4 )~; 

iH NMR (DMSO-d6, 300 MHz) 8 1 1.05 (s, 1H), 8.79 (s, lH) t 8.62 (d, 1H), 8.07 (s, 1H), 7.96 
(d, 2H), 7.81 (d, 2H), 7.75 (t, 1H); 

U C NMR(DMSO-d6, 75 MHz) 6 161.3, 155.0 (d, J= 259 Hz), 146,4, 142.0 (q, J = 39 Hz), 
139.9, 139.0 (d, J = 23 Hz), 133.1, 131.2 (d t J = 14 Hz), 124.9, 123.2, 120.5 (q, J = 262 Hz), 
10 120.5,116.7,114.7,109.9. - 

Anal, calcd for C17H9F4N5O: C, 54.40; H, 2.41; N, 18.66. Found: C, 54.47; H, 2.52; N, 
18.49. 

Example 301 
15 . 2-fluoro-N-f4-f5-f2-furvlV3-ftrifl^^ 

Example 301 A 

5-f2-furyl)-H4-njtrQph 
4-Nitrophenylhydrazine (7.75 g, 50.5 mmol) in a mixture of absolute ethanol (75 mL) 
20 and concentrated HC1 (40 mL) was treated with 4,4,4-trifluoro-l-(2-furyl)- 1,3-butanedione 
(12.5 g, 60.6 mmol) and heated to reflux for 2 hours. The reaction mixture was cooled to 
room temperature and diluted with hexanes/ethyl acetate (600 mL of a 1:1 mixture). The 
layers were separated, and the organic layer was washed with 1.0 N HCL(3_x 100 mL) and- - 
. then saturated brine solution. 'The resultant mixture was dried over Na 2 S0 4 , and concentrated 
25 in vacuo. Purification using silica gel chromatography (97:3 hexanes/ethyl acetate gradient to 
95:5 hexanes/ethyl acetate) yielded a white amorphous solid (14.7 g, 90% yield). 
'HNMR (300 MHz, CDC1 3 ) 6 8.33 (dt, 2H, J=9.3,2.7Hz), 7.62 (dt, 2H, J=9.0,2.7Hz), 7.45 (dd, 
1H, J=1.5, 0.6Hz), 6.92 (s, 1H). 6.47 (dd, 1H, J=3.6,1.5Hz), 6.39 (dd, 1H, J=3.3,0.6Hz). 

30 Example 301 B 

4-f5-r2-furyn-3-rtrifluoromethvlVl//-pvrazol-l-vllanihne 
A solution of Example 301 A (1.2 g, 3.7 mmol) in isopropanol (80 mL) was treated 
with 10% Pd/C (400 mg) and placed under a hydrogen atmosphere (balloon). After 1.75 
hours the reaction was complete and the mixture was filtered through a plug of diatomaceous 
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f unwed bv purification using silica gel chromatography 
earth. Concentration in vacuo was followed by puntic » 

^hexanes/et^^^ 

* MS (ESI+) m/e 294 (M+l)*; g m 6 . 95 (s , m), 
■HNMR (300 MHz, CD,OD) 8 7.55 (dd, 1H W « HzX 
5 6.79 On. 2H), 6.39 (dd, 1H, J=3.3. 1.8 Hz), 5.93 (d, 1H, J-3.6 Hz). 

10 title compound. 

17 1 172 °C* 

.S(D^3)n^433 (M^^^t M ^ : 1H) 7 62-7.54 (m, 2H), 7.45 (ddd, 
lHNMR(DMSO-d 6 ,300MHz)57.91 <^^ 7 - 76( *^^ il . 

,5 »CNMR(DMSO-d6. 75 M») 8 145.1, 144.2, ' 
13 ,,9, 127.9, .ji. 125.7, 122.0, U7A "7-2. IB* 

pimple 302 
A n m D vra*tal)tJHa^^ 
carboxamide 

20 j « in Example (i)-a (Method 5, 6, or 7) to provide the 

Example 300D was processed as in Example w i 

title compound, 
mp 193-195 °C; 

MS(DCl/NH 3 )m/e396(M + NH 4 ); 7 94 (d,2H), 7.82 (d,2H), 2.84 

,5 l H NMR(DMSO-d 6 ,30OMHz)511.05(s,lH),8.07(s > lH) ) 7.94( > 

(s,3H). 

F,xflT"P le 303 
. n 1H 1 , L , h nl i i j)nrirnvni'!'' wirnt ^ aimae 
l^MiStfT^^^ the 

Ex~an^00D^^ 

title compound. 

mp 145-146 °C; 

MS (DCI/NH3) m/e 358 <M+tf; g _ M (d( 2H) , 7.90 

1 H NMR PMSO-d 6 , 300 MHz) 5 10.85 (s, 1H), 8.83 (d, 2H). 
35 (d,2H),7.82(d,2H). 
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Example 304 

N-f4-(5-cvano-3-ftrifluo^ 

Example 300D was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
5 title compound, 
mp 161-162 °C; 

MS (DCI/NH3) m/e 393 (M+NH 4 f ; 

lH NMR (DMSO-d6, 300 MHz) 5 1 1.05 (s, 1H), 8.79 (s, 1H), 8.62 (d, lH) f 8.07 (s, 1H), 7.96 
(d, 2H), 7.81 (d, 2H), 7.75 (t, 1H); 
10 13 C NMR(DMSO-d6, 75 MHz) 8 16L3, 155.0 (d, J= 259 Hz), 146.4, 142.0 (q, J = 39 Hz), 
139.9, 139.0 (d, J = 23 Hz), 133.1, 131.2 (d, J = 14 Hz), 124.9, 123.2, 120.5 (q, J = 262 Hz), 
120.5,116.7,114.7,109.9. 

Anal, calcd for C17H9F4N5O: C, 54.40; H, 2.41; N, 18.66. Found: C, 54.47; H, 2.52; N, 
18.49. 

15 

Example 305 

N-f4-(5-acetyl-3-(rxifluorometh^ 

Example 305A 

20 l-r4'nitrophenyl)-3-( , trifluoromethyl)-l//-pyrazole-5-carboxylic acid 

Example 301 A (3.7 g, 1 1.6 mmol) in a mixture of terf-butanol (65 mL) and 0.5 N 
NaOH (35 mL) was treated with KMn0 4 (4.5 g, 28.5 mmol) and heated at 75 °C for 1 hour. 
The mixture was cooled to ambient temperature, and the second portion of KMnO„ (4.5 g, 
28.5 mmol) was added. After stirring for an additional 1 hour at 75 °C, the reaction mixture _ - 

25 was cooled to ambienLtemperature and filtered through a thick plug of diatomaceous earth. 
The diatomaceous earth was washed with water (3 x 100 mL). The combined washes were 
concentrated to 50% of the original volume and acidified to pH-3 with 50% HC1 solution. 
Next, the mixture was extracted with ethyl acetate (3 x 100 mL) and the combined extracts • 
were dried over NajSOj, and concentrated in vacuo. Purification using silica gel 

30 chromatography (75:20:5 hexanes/ethyl acetate/acetic acid gradient to 55:35: 10 hexanes/ethyl 
acetate/acetic acid) yielded a white amorphous solid (1.8 g, 51% yield) along with L3 g of the 
corresponding ketoacid intermediate. The ketoacid intermediate was resubmitted to the 
conditions above to produce additional carboxylic acid (300 mg, yield after resubmission 
60%, unoptimized). 

35 MS (ESI-) m/e 300 (M - 1 )"; 
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'HNMR (300 MHz, DMSO-dJ 8 8.32 (d, 2H, J= 8.8 Hz), 7.84 (d, 2H, J= 8.8 Hz), 7.16 (s, 
1H). , 

Fvam ple 305B 

Example 305A (1.8 g, 5.9 mmol) in CHA (25 mL, 0.2 M) was treated with N,0- 
dimethylhydroxylarmne hydrochloride (674 mg, 6.9 mmol), EDC (1.1 g, 5.9 mmol), 4- 
methylmorpholine (1.6 mL, 14.6 mmol), and 1-hydroxybenzotriazole hydrate (742 mg, 5.5 
mmol) The mixture was stirred for 14 hours, then washed with 10% aqueous NaHS0 4 . The 
organic layer was dried over Na^SO,, and concentrated in vacuo. Purification using sihca gel 
chromatography (2:1 hexanes/ethyl acetate) yielded a white foam (1.8 g, 83% yield). 
MS (ESI+) m/e 345 (M+l)*; 

'HNMR (300 MHz, CDCL) 8 8.35 (Odd, 2H, J=8.7,3.0,1.8Hz), 7.68 (ddd, 2H, J=9.3, 2.7, 
2.1Hz), 7.08 (s, 1H), 3.64 (s, 3H), 3.31 (s, 3H). 



Pvam ple 305C 

Example 305B (1.2 g, 3.5 mmol) in an ethanol/water mixture (36 mL, 2: 1 ratio 

respectively) was treated with iron powder (1.2 g) and ammonium chloride (120 mg). The 

20 mixture was heated at 80 °C for 35 minutes. The mixture was diluted with ethyl acetate (20 

mL) and filtered through a thin plug of diatomaceous earth and concentrated m vacuo. 

Purification using silica gel chromatography (1:1 hexanes/ethyl acetate gradient to 1:2 

hexanes/ethyl acetate) yielded a white foam (1.0 g, 94% yield). 

MS (ESI+) m/e 315 (M+lf; 
25 'HNMR (300 MHz, CD 3 OD) 8 7.16 (ddd, 2H, J=8.7,3.0, 2.1Hz), 7.02 (s, IH), 6.74 (ddd, 2H, 

j=9.0, 3.0, 2.4Hz), 3.58 (s, 3H), 3.20 (s, 3H). 

F ram plp.305D 

Example 305C (56 mg, 0.18 mmol) in THF (2 mL) was slowly added to methylhthium 
(330 uL of a 1.4 M solution in diethyl ether, 0.46 mmol) at 0 °C. The reaction was stirred at 0 
«C for five minutes then 10% aqueous NaHS0 4 was added. The aqueous layer was back 
extracted with ethyl acetate (3 x 5 mL) and the combined extracts were concentrated in vacuo. 



30 
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The mixture was purified by silica gel chromatography (1:1 hexanes/ethyl acetate) to yield a 
white foam (36 mg, 75% yield). MS (ESI+) m/e 270 (M+l/- 

HNMR (300 MHz, DMSO-d s ) 8 7.72 ( s , 1H), 7.06 (ddd, 2H,'j=8.4, 3.0, 2.1Hz) 6 58 (ddd 
2H, J=8.7, 3.0, 2.1Hz), 5.47 (s, 2H), 2.49 (s, 3H). ' ' 

5 

Example 3Qg_ 

jHfbC^c^ 3-(^^ 

Example 305 D was processed as in Example (i)- a (Method 5, 6, or 7) to provide the 
title compound. 

10 mp 188-189 °C; 

MS(ESI+)m/e393 (M+l)*; 

'HNMR (400 MHz, DMSO-dj) 8 10.93 (s, 1H), 8.78 (d, 1H, J=1.6Hz), 8.62 (dd 1H J=48 

15 ^^^^^^^ 

^al-calcdforCH^NA: C 55.1 1;H, 3.08; N, 14.28. Found: C, 55.05; H.3.33; N, 



20 



Example 30fi 
NWcvano-3-fm-f^ 

Example 300D was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 

mp 150-151°C; 
25- - MS (DCI/NH3) m/e 393"(M+NH) +7 



Example 3Q7 

Example 300D was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 

imnnund 



title compound. 
MS (DCI/NH3) m/e 423 (M + NH4)+; 
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,„ NMR(D M S O J6 ,30OMH 2 , 6 10. 9 9( S ,.H,,8.09(s,lH,.7.96(d. 2 H,.7.S3(,.H,,7. 82 
(d,lH), 7.9-7.50 (m,lH). ? 

Fvample 308 
Tem ple 308A 

Sodiu.t^ 
, ■« tot. m 82 mL mL 7 79 romol) in diethyl ether (10 mL). 2-Acetyi 

concentrated HC1 (5 mL) and 4-nitrophenylhydraz.ne (1.21 M 
15 followedby heating to reflux for 16 hours. The rorxture was freed of solvent and 

S^MO^*^"^ 1H) , 
1 H NMR (DMSO-d 6 , 300 MHz) 8 8.38 (d. 2H). 7.78 (d, 2H), 7.72 (dd, 1H), 7.40 (s, 

7.21 (dd,lH), 7.13 (dd.lH). 

20 

fv ample 308B 

pgjdnuu Yield (0 36 s 15% for three steps), 

eluting with 50% acetone m hexanes (v.v). Yield 10 JO g, 

MS (DCI/NH3) m/e 3 10 (M+H)+ 

Pvam ple 308 

title compound, 
mp 154-156 °C; 
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M S(D CIW3>^«9(M + »2CM^. 75.7.65 (m. 1H),7.7 (dd, 1H), 

1 H NMS (DMSO -d 6 . 300 MHz) 6 10.75 (s. 1H), 7.9 (d. 2H), 7. » ' 
•,.65.7. 5 M ra ..H).7. 5 (d.zH,.7.45-7.30( m ,2H,.73( S ,.H,,7.2 5 (dd,.H,,7.1(m, 1 H,. 

gvam ple 309 

Eiamclg: ^ofr.l a nd309A-2 
and 

S-Methyl 4,4,4-trifluoro-3-oxothiobutyrate (2.76 mL, 0.02 mol) and p- 
nitrophenylhydrazine(3.06g,O.Oimouw Afterc0 oling the reaction 

HCl/dioxane (1 8 mL). The solution was refluxed overnight. After «otang 

15 n_mtem^ 

extracted with saturated aquesous NaHCO, (3x), wasnea w 

eva P oratedto g ^^^ 

(Example 309A- 1.0.61 g, 10%y*ld>. The NaHCO, ex— ^ extracted wilh 

w^mer.TheNaH^^^^ 
20 ether ( 3x). The ether extracts were combmed, dned ove 
(4-nitro P henyl)-3-(^^ 
Example 309A-1: 

MS (DC1/NH3) */e 304 (M+H) ; , J1u . 7lRk lH p 6 (s 3 H). 

lHNMR(DMSO-d 6) 300MHz)58.44(d,2H) ) 7.94 ( d ) 2H) > 7.l8(s, lH),-.6(s, 

25 Example 309A-2: 

MS (DCUNH3) m/e 291 (M+NH4) + ; ■ 

l H NMR (DMSO-d 6l 300 MHz) 5 8.39 (d, 2H), 8.1 (d. 2H). 6.0 (s. IH). 

Pim ple 309B 

30 E^e^otlta^^^ 

compound in 75% yield. 

MS (DCI/NH3) m/e 291(M+NH4) + ; 
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*H NMR (DMSO-d6, 300 MHz) 6 7.12 (d, 2H), 6.9 (s t 1H), 6.63 (d, 2H), 5.55 (s, 2H), 2.5 (s, 
. 3H). 

Example 309 

5 2-fluoro-N-f4-(5^methvk^ 

Example 309B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 162-163 °C; 

MS (DCI/NH3) m/e 4 1 3 (M+NH4)+; 
10 lH NMR (DMSO-d6, 300 MHz) 5 10.7 (s, 1H), 7.91 (d, 2H), 7.7 (t, 1H), 7.6 (m, 1H), 7.55 (d, 
2H), 7.37 (m, 2H), 7.02 (s, 1H), 2.53 (s, 3H). 

Example 310 2-fluoro-N-(4-(5-f3-pyridi^ 

yllphenyDbenzamide 

15 . - - 

Example 31 OA 

4-r5-(3-pyridinvlV3-rtrifluoromethyn-lH-pyrazol-l- vl1aniline 
Sodium methoxide ( 0.46g, 8.52 mmol) in diethyl ether (15 mL) was added dropwise 
to methyl trifluoroacetate (0.83 mL, 7.85 mmol) in diethyl ether (10 mL). 2- Acetyl-pyridine 

20 (0,88 mL, 7.85 mmol) in diethyl ether (10 mL) was then added, and the mixture was heated to 
reflux for 16 hours. The mixture was freed of solvent and then redissolved in ethanol (20 
mL). Concentrated HQ (5 mL) and 4-nitrophenylhydrazine (1.21 g, 7.85 mmol) were added, 
and the mixture was heated to reflux for 16 hours. A solvent change to ethanol/water (50 mL,- 
-3il/v:v) was*performed,"irbn powder (3.04 g, 54.53 mmol) and ammonium chloride (0.41 g, 

25 7.79 mmol) were added, and the mixture was heated to reflux for 1 hour. The reaction 
mixture was filtered through diatomaceous earth (5 g), and the filtrate was concentrated to 
dryness. The product was purified by silica gel chromatography (75 mL silica gel) eluting 
with 50% acetone in hexanes (v:v). Yield (0.57 g, 22% for three steps). 
MS (DCI/NH3) m/e 305 (M+H) + ; 

30 1 HNMR(DMSO-d6,300MHz)5 9.10(m, 1H), 8.59 (dd, 1H), 8.26 (dt, 1H), 7.70 (s, 1H), 
7.49 (m, 1H), 7.28 (d, 2H), 6.67 (d, 2H), 5.60 (s, 2H), 

Example 310 
2-fluoro-N-f4-f5-G-pyridinyl)-3-(trifluorom 
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B^eMOB.as process, d^E^a).«<M«^ 5 .6.»^^ te 

title compound. ( _ 

* mp 138-140 °C; 

MS (DCI/NH3) m/e 427 (M+H)+> ? 65 (m> 

5 l H NMR(DMSO-d 6 . 300 MHz) 5 10.7 (s,lH), 8.6-8.6 (m,2H), 7.8 (d, 

2H), 7.65-7.55 (m, 1H). 7.45-7.3 (m, 6H). 

^■ygypple 311 

title compound, 
mp 153-155 °C; 

MS (DCI/NH3) m/e 433 (M+H) + ; 7 75 (t> 

1 H NMR (DMSO-de, 300 MHz) 8 11.0 (s. 1H), 8.8 (s, 1H). 8.6 (d 1H), 
15 1 H),7.6(d,lH),7.5(d,2H),7.3( S ,lH),7.25(d,lH),7.. 1 (n 1 ,lH). 

pygTr>ple312 

in aceto.urile (.0 ™L) «• *i« »*" ^ ^ was dUll ,ed with 

ml «„r= was stirred ,. rootn temperature -^Jf"^ W1S passe d through 

25 ethe, - washed with hrihe. A*. "^compol (0.7 

star, silica gel plug eluting with methylene chlortde to gtve m 

yield). 

MS (DCI/NH3) m/e 305 (M+NH4) ; 3H). 
1 H NMR (DMSO-d 6 , 300 MHz) 5 8.39 (d. 2H), 8.03 (d. 2H). 6.59 (s. 1H). 

Reduction of the «. group of Example 3 HA « F. powder gave the „,le 

compound in 82% yield. 
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MS (DCI/NH3) m/e 275 (M+NH4)+; 

iHNMR (DMSO-d6, 300 MHz) 57.18 (d, 2H), 6.61 (d, 2H), 6.36 (s, 1H), 5.41 (s,2H),3.94 
(s,3H). 

Example 312 

N"(4-r5-methoxv-3-f trifluoromethylV 1 H-pvrazol- 1 -yDphenyDisonicotinamide 
Example 312B was processed as in Example (i)-a (Method 5, 6 T or 7) to provide the 

title compound. 

mp 181-182 °C; 

MS (DCI/NH3) m/e 380 (M+NH4) + ; 

'H NMR (DMSOd 6 , 300 MHz) 8 10.61 (s, IH), 8.8 (d, 2H), 7.94 (d, 2H), 7.89 (d, 2H), 7.66 
(d, 2H), 6.49 (s, 1H), 4.02 (s, 3H). 

Example 313 

2-fluon£N-f4^5-methoxy 
Example 312B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 167-168 °C; 

MS (DCI/NH3) m/e 397 (M+NH4) + ; 

l H NMR (DMSO-d6, 300 MHz) 5 10.61 (s, IH), 7.86 (d, 2H), 7.69 (t, IH), 7.64 (d, 2H), 7.6 
(m, 1H), 7.35 (m, 2H), 6.46 (s, IH), 4.01 (s, 3H). 

Example-3-14 - - - - 

N-74-f5-methoxv-3-ftriffo^ 

carboxamide 

Example 312B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 159-160 °C; 

MS (DCI/NH3) m/e 401 (M+NH4) 4 -; 

l H NMR (DMSO-d6, 300 MHz) 5 10.92 (s, IH), 7.84 (d, 2H) f 7.66 (d, 2H), 6.49 (s, IH), 4.01 
(s, 3H), 2.84 (s, 3H). 
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Example 305 D was processed as in Example w ( 



title compound 
mp 188-189 °C; 



MS (ESI+) m/e 393 (M+l)*; R g fi2 (ddi 1H , J=4.8, 



13.71. 



Example 309B was processed asm Example w v 

title compound, 
mp 167-168 °C; 

20 ^rr^\-<OH,,S.« (B ,H>, 8 .3 (m . 1 H ) ,,, (4 ,H,., 5 S 
(d. ZH).7J5(m.lH). 7.04 («.1H). 255 (S.3H). 

25 Example 312B was processed as in Example W K 

title compound, 
mp 153-154 °C; 

MS(DClMl3)m/e398(M + NH4) ; 1H)> 8.29 (m, 1H). 7.86 (d,2H), 

1 H NMR (DMSO-d 6 , 300 MHz) 5 10.78 (s, 1H ). 8.42 (m, 1HJ. 
30 7.66 (d, 2H). 7.53 (m, 1H), 6.48 (s, 1H), 4.0 (s, 3H). 

Fvamp1e318 

th«n 1H OV razoliyl}rjie^ 

Hluor^I*^^ 
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Example 3 18A 

4-r3>f4-pvridinvlV5-ftrifluorQmethvlVl//-pvrazol-l-v11ani1ine 
Sodium methoxide ( 2.6 g, 48. 1 mmol) in diethyl ether (30 mL) was added dropwise 
to methyl trifluoroacetate (4.1 mL, 40.8 mmol) in diethyl ether (10 mL). 4-Acetylpyridine 
(4.58 mL, 41.3 mmol) in diethyl ether (10 mL) was then added, and the mixture was heated to 
reflux for 16 hours. The mixture was freed of solvent and then redissolved in ethanol (200 
mL). Concentrated HC1 (41 mL) and 4-mtrophenylhydrazine (6.3 g, 41.2 mmol) were added, 
and the mixture was heated to reflux for 16 hours. A solvent change to ethanol/water (250 
mL, 3: 1/v: v) was performed, iron powder (10 g, 179 mmol) and ammonium chloride (2.5 g, 
47.2 mmol) were added, and the mixture was heated to reflux for 1 hour. The reaction 
mixture was filtered through diatomaceous earth (50 g), and the filtrate was concentrated to 
dryness. The product was purified by silica gel chromatography (200 mL silica gel) eluting 
with 50% acetone in hexanes (v:v). Yield (2.26 g, 18% for three steps). 
MS (DCI/NH3) m/e 305 (M+H)+ 

. *H NMR (DMSO-d6, 300 MHz) 5 8.70 (d, 2H), 7.90 (d, 2H), 7.80 (s, 1H), 7.15 (d, 2H), 6.65 
(d, 2H), 5.60 (s, 2H). 

Example 318 

3-fluoro-N-f4-f 3-f4-pyridinvl V5-r trifluoromethylV 1 H-pyrazol- 1 -ynphenvlMsonicotinamide 
Example 3 18A was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 148-152 °C; 

MS (DCI/NH3) m/e 428 (M+H) + ; - - - 

] H NMR (DMSO-d6r300 MHz) 5 11.05 (s, 1H), 8.8 (d, 1H), 8.7 (d, 2H), 8.4 (dd, 1H), 7.9- 
7.8 (m, 5H), 7.75 (t, 1H), 7.65 (d, 2H); 

,3 C NMR (DMSO-d6, 75 MHz) 8 161.2, 156.7, 153.3, 150.4, 150.3, 148.6, 146.4, 146.3, 

139.6, 139.1, 138.8, 138.3, 134.0, 126.7, 124.8, 132.2, 121.2, 120.2, 119.8, 117.6, 114.1, 

107.7, 107.6; 

Anal, calcd for C 21 H l3 F 4 N 5 0: C, 59.02; H, 3.06; N,16.38. Found: C, 58.82; H, 3.20; N, 16.44. 

Example 319 N-r4-r5-ethoxv-3-rtrifluoromethylVlH-pyrazol-l-vnpheny])-2- 

fluoronicotinamide 



Example 3 19A 
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« u 309^ was alky ated^Tescribed in Example 312A (subsmutmg ethyl 
• bro ^CuS vU 65% . Subse^^.^onpo^^ed 

the aniline. Yield, 71%. 

5 MS (DCI/NH3) m/e 289 (M+NH4) + ; 23 
1 H NMR (DMSO-d*, 300 MHz) 57.18 (d, 2H). 6.62 (d, 2H), 6.34 (s, 1H). 5.4 (s, 

(q,2H), 1.34 (t,3H). 

Sample 319 

Example 3 19A was processed as in Example (i)-a (Method 5, 6, on ) to p 

title compound, 
mp 152-153 °C; 

M S(DCI^H 3 )nVe412(M-«)-; 1H ), 8.28 (m, 1H), 7.85 (d, 2H), 

15 lHNMR(DMSO-d 6 ,300MHz)5l0.3(s lH) 8 H 92(m R lW, 
7.67(d,2H);7.54(m > lH),6.48(s ) lH),4.3(q,2H),l,38(t,3H). 

gvam ple 320 

vl)rlifTiv n ' SOIlicoti ' iamid£ 

Examp, OT B».p»ce S sedas ta Ex» m ple( i ,.a(M«.h.d5,6,„7„op, ml de.he 

title compound, 
mp 142-143 °C; 

MS(DCVNH 3 )m/e414(M + NH4) + ; 7.76 (t, 1H), 7.59 

25 1 H NMR (DMSO-d 6 . 300 MHz) 5 8.79 (s, IB), 8.62 (d, 1H), 7.9 (d, 2H), 
(d,2H),7.04(s, lH),2.58(s,3H). 

Py ample 321 

30 E xample312Bwa S processed.si»Bample(0-»(Method5.6,o, 

title compound, 
mp 160-161 °C; 

MS (DCI/NH3) m/e 398 (M+NH4) + ; H) ? fi8 

1 H NMR (DMSOd 6 , 300 MHz) 8 8.79 (s, 1H). 8.61 (d, 1H). 7.76 (d. 2H). 7.74 (t. 
35 (d,2H), 6.49 (s,lH), 4.01 (s,3H). 
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Examp le v>o_ 

^^^^^ . 



Example yy> A 



10 



15 



To a solution of Example30 9 A-2 ( 00 \ T^Z^T^^ 

minutes at 80 °C. then chlorodifl,,™ «. W2S heated for 5 

washed with brine, dried over sodi™, „„, , ,, 7 1 * ee * 5rl V tr ™«l»TOIaiid 

. MS (DdWfl^ 3 JCS » """^ " « in * «. step. 



Sample. ^99tt 



25 



30 



^ntacMoride^i Lta^ S ! ""^ '™ '»"*' «> »< 
be.wee„ eto m d bri.e The =Th ^ r °° m ttmPera "™ ^ 

MS (DCI/NH3) m/e 3 1 1 (M+NH4)+- 

'H NMR (DMSO-d6, 300 MHz) 5 7.1 8 (d, 2H) 7 1 1-7 59 ft imtiTtf IH 

5.55 ( S , 2H). (t ' IH) * 673 (s ' 1H >- 6 -65 (d, 2H), 

Example322 

title compound. (Method 5, 6, or 7) to provide the 

mpl 54- 155 C C- 
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MS (DCI/NH3) m/e 416 (M+NH4) + ; f (d ^ 7 16 _ 

1 H NMR (DMSO-d6, 300 MHz) 8 8.8 (d, 2H), 7.99 (d. 2H). 7.88 (d, 2H), 
* 7.64 (t, lH), 6.84 (s, 1H). 

Ejampie_323 un ,. 
thii(jiTrr1''^-r arh ^ aimde 

title compound. 
10 mp 122-123 °C; 

MS (DCI/NH3) m/e 437 (M+NH4) ; - _ M (t lH)> 6.84 (s, 

. l H NMR(DMSO-d6,300MHz)87.89(d,2H).7.65(d,2H),7.l6 : 7.64(t,l 

1H),2.84(S,3H). 

ffvample 324 

15 u ^ rHfluororr^thv^^ 

^^^^ 

Example 322B was processed as in Example w a <. 

title compound, 
mp 149-150 °C; 

20 MS (D« n* 434 _ „ (d> 2H) , 7 .65 (d, 2H), 7.55 

1 H NMR (DMSO-d 6 , 300 MHz) 5 8.44 (m, 1H), 8.28 (m, 1H), 

(m, 1H), 7.16-7.64(1, lH),6.84(s, 1H). 

,^,n iHwrazoii-vDri^ 
pyapiple 325A 

A slurry of Example 309 A 1 1*. w & The reactlon 

to 145 °C for 48 hours in a sealed tube witn sumu 0 
30 mL, 81.1 mmol) was heated to 145 ^ ror m 

bicarbonate solution (300 mL). q >h pther p x 300 rnL). The combined organic layers 



were 
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93% hexane/7% ethyl acetate to afford the title compound as a light yellow oil (3.10 g, 63% 
yield). 

MS (DCI/NH3) m/e 279 (M4NH 4 ) + (for the corresponding aniline produced in the analysis); 
J H NMR (DMSO-d 6 , 300 MHz) 5 8.47(d, 2H), 8.02 (d, 2H), 7.44 (s, 1H). 

5 

Example 325B 
4- r5-chloro-3-( trifluoromethvlV Iff-pyrazol- 1 -y llaniline 
The nitro group of Example 325A was reduced with by the iron reduction procedure 
described previously. 
10 MS (DCI/NH3) m/e 279 (M + NH*)+; 

lH NMR (DMSO-d6, 300 MHz) 5 7.19 (s,-lH), 7.18 (d, 2H), 6.65 (d, 2H), 5.62 (s, 2H). 

Example 325 
N-^-f^hloro^-ftrifluoromethvlVIH^^ 
15 Example 325B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 

title compound. 

MS (DCI/NH3) m/e 402 (M + NH0+; 

l H NMR (DMSO-d6, 300 MHz) 8 10.91 (s, 1H), 8.45 (d, 1H), 8.30 (dt, 1H), 7.93 (d, 2H), 
7.63 (d, 2H), 7.57 (dt, 1H), 7.31 (s, 1H). 

20 

Example 326 

2-fluoro-N-(4-f 5-nitro-3-f trifluoromethyn- 1 H-pvrazol- 1 -yDphenynbenzamide 



_ _ - - - - - - - - ■ " Example 326A 

25 rgrf-butvl 1 -f4-nitrophenylV3-f trifluoromethyl V 1 //-pyrazol-5-ylcarbamate 

To a solution of Example 305A (2.11 g, 6.96 mmol) in toluene (40.0 mL) was added 
triethylamine (1.5 mL, 10.4 mmol) followed by diphenylphosphorylazide (2.25 mL, 10.4 
mmol) and tert-butanol (4.7 mL, 48.7 mmol). The resulting mixture was heated at 80 °C for 
20 hours. The reaction mixture was cooled and concentrated. The crude oil was 

30 chromatographed with 25% ethyl acetate/75% hexane to afford the title compound as a thick 
yellow oil (2.59 g, 99% yield). 
MS (DCI/NH3) m/c 373 (M + H)+; 

l U NMR (DMSO-d6, 300 MHz) 5 9.79 (s, 1H), 8.45 (d, 2H), 7.88 (d, 2H), 6.88 (s, 1H), 1.32 
(s, 9H). 
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5 



10 



20 



of Example 326 A was reduced with by the iron reduction procedure 
i/ eJ H3(M + H)+; 

K16, 300 MHz) 5 9.16 (s, 1H), 7. 10 (d, 2H), 6.69 (s. IB). 6.64 (d. 2H). 1.33 



The nitro group 
described previously. 
MS (DCI/NH3) m/e 343 (M + H)+; 
1HNMR(DMSOh 
(s,9H). 

Vv am ple 326C 

ylrarhamate 

Example 326B was processed as in Example (i)-a (Method 5. 6, or 7) to provide the 
title compound. 

7.70 (d,, 1H), 7.51 (1. 2H), 7.50-7.29 (m. 2H), 6.79 (s. 1H). 1.34 (s. 9H). 



25 



Exam ple 326 



30 



2cmm^U3-UJm - Q Q54 d) was a dded 

To an ice cold (0 °C) flask containing Example 326C (25 mg 0.1D4 m ; 
sulfuncacid(lmL). This mixture was stirred at room temperature for 30 mm. 30% 
suliunc aciu u ^ re*ultine mixture was stirred at 

Hydrogen peroxide (0.5 mL) solution was then added and the resultm mix 
" om t mperature for 20 hours. The nature was poured into saturated 
Idon ( 0 mL), and the aqueous layer w» exited with ethyl acetate (3 x 30 n^) The 

afford the title compound as an oil (7 mg, 33% yield). 
MS (DCT/NH3) m/e 412 (M + NH4) + ; 

1 H NMR (DMSO-d 6 , 300 MHz) 5 10.76 (s, 1H). 8. 15 (s, 1H). 7.91 (d, 2H), 7.75-7.58 ( m. 
3H), 7.67 (d,2H), 7.43- 7.27 (m, 2H). 



foample 327 
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5 mp 135-136 °C; 

MS (DCI/NH3) m/e 434 (M+NH4)+- 

^HNMR(DMSO-d 6> 300MH 2)5l o. 98(S)1H ), 8 . 79(SiIH))8 . 62(di 
. .... (UH), 7.66 (d,2H). 7.16-7.66 (t, 1H), 6.85 (s, 1H). ^ 

Examp le 3?R 

mp 128-129 °C; 
15 MS.(DCWM 3 )m/tJ12(M + mh) + - 

SHS™ 5 £ ,S4 ' 5 - "* «* -* 

20 Anal, calcd for C 16 H 9 aF4N 4 0: C,49 95'H 2 35-N U« p 

I4 <47b ' ' J5> N ' 14 ' 56 " Found - C, 50.07; H, 2.46; N, 



25 



30 



Example 
Example 170^ 

mol) h^"^ 8 004 

aCet,Ca h Cld : andeth -^ 150 ^-e C o rab i n e, T.eslurry wlh a te at 
100 Cfor 12 hours w.thsUrnng. After it was cooled to room temperature the yellow si 

MS (DCLNH3)m/c243 (M+I)-; 
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lHM«<PMSO*300liIW«ll^frlH).«(d.lB).^*^^ (l,C 

, 1H), 8.16 (d. 2H), 8.08 ($, 1H), 7.78 (dt, 1H), 7.21 (d, 2H). 

Pv a m P 1 e 329B 

M^tm phftnylV? rY ^ ^n^rhohvdm7onovl chloricb 
ToasoludonofthcExa^le329A(6 g ,0.025 m ol)inDMF(10n 1 L)at0Cwas 

*MeA a solution of N-chlorosuccinimide (3.45 g, 0.026 mol, 1.05 eq) in N, N- 
.„„ mixture was stirred at loom temperature for two hoots. Then « was poured 

was used in the next step without additional purification. 

15 8.20(d,2H);-7.61-7.53(m,3H). 

Pva^plP. 329C 

8 0°Cfor8hours. After cooling to room temperature, the nature was ddut d withefcyl 

Ilncrudeoil was purified by f,ash chromatography, u S1 ng ethyl acetate-hexane (v/v, 3.7) 
25 to give the pyrazole (650 mg, 28%) as a brown oil. 

MS (DCI/NH3) m/e 243 (M+1)*; . , , „ x 0 M M 9H n g 33 (dd 1H) 

1 H NMR (DMSO-d 6 , 300 MHz) 5 9.19 (d, 1H), 8.60 (dd, 1 H), 8.39 (d, 2H), 8.33 (dd, 1H). 

7.94 (d,2H), 7.88 (s, 1H), 7.50 (dd, 1H). 

ExarnpisJ22D 

30 u^iHOihej^^ ti ... 

D1BAL OM soln in hexane, 6, nO. 6.7 mntol) dropw.e with string. After two hours at -78 
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C, the mixture was wanned to 0 °C and stined an additional two hours. After it was 

w^elT C ? C T ed VaCUa CrUdC Pn>dUCt W2S PUrified b * flash chro.atograiy. 

1H NMR (DMSO-d 6 , 300 MHz) 5 9 .13 (d, 1H), 8.59 (dd, 1H), 8.42 (d, 2H), 8.29 (dd 1H) 
8.09 (d,2H), 7.50 (dd.lH), 7.19 (s,lH), 5.81 (t,lH), 4.67 (d,2H). ' 

Example 3?QF 

mmnn J?!?" atm ° SPhere ' S ° lid ^Py^oniumperruthenate (21 mg, 0.06 

■»d«*ta«^ N-me % lmorpholine N-oxide(208 

mg. .8 mmol) was then added followed by flan* dried powdered molecular sieves (1 g) The 

with 10 mL of ichloromethane and filtered through a short silica gel plug with ethyl acetate- 
MS (DCI/NH3) rn/e 295 (M+l)*; 

'H NMR (DMSO-d 6 , 300 MHz) 6 9.93 (s, 1H), 9.19 (d, 1H), 8.63 (dd, 1H), 8 43 (d 2H) 
8.36 (dd, 1H), 8.04 (d, 2H), 7.99 (s, 1H), 7.52 (dd, 1H). ' ' 



25 



30 



Example 37.Qp 



l -f5-(l,3-riithi0| a n-9-vlVl.f4-nhrnp h.n YlV l t/ . nvra7O ,.,. v , 1r Yrl . / , ; _ 
Example 329E (150 mg,0.51 mmol), a catalytic amount of p-toluenesulfonic acid (3 

2\ T ^ °- 51 ^ "* t0lUene (5 ° ^ WCre Comb ^ -d refluxed 

for 4 hours m a Dean-Stark apparatus. Then the solution was cooled to room temperature 
The toluene solution was washed with NaHC0 3 solution (20 mL) and brine (20 mL) The 
organ* layer was separated, dried with Na 2 SO J , filtered and concentrated in vacuo to give the 

»H NMR (DMSO-d 6 , 300 MHz) 5 9. 11 (d, 1H), 8.57 (dd, 1H), 8.43 (d, 2H), 8.27 (dd 1H) 
7-97 (d,2H), 7.48 (dd, ,H) ! 7.29(s, lH).6 ; Q3(s, 1H), 3.48-3.36 (m, 2H), 3.10-3.04 (m, 2 H). 
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ffr^ple 329G 
Toacold (0°C) solution of l^ib ro mo-5>d^^ 

^CO olldOnu,). The -^^-^^^^^J*^ 

Tt on 10 mU dried with N^SO,, filtered and concentrated in vacuo to g.ve 100 mg of 

^.^togrvethedifl—^ 

See Reference: Katzenellenbogen,J.A.,Sondej,b.L.y. urg. 

MS (DCI/NH3) tn/e 317 (M+l)'; ^ im - m R 33 fdt 1H ) 

1 H NMR (DMSO-d 6 , 300 MHz) 8 9.19 (d. 1H). 8.62 (dd, 1H). 8.46 (d, 2H), 8..3 (dt, 1H), 

. 7.96 (d, 2H).-7.65 (s, 1H), 7.52 (dd, 1H), 7.49 (s, 1H). 

F X ^T T i ple329H 

The titlc^^^^ 

purification or charactherization. 

Pvample 329 

; Example 329H was processed as in Example w a 

title compound, 
mp 176- 178 °C; 

MS (ESI-) m/e 408 (M-iy ; m g 48 (ddf 1H ), 

1 H NMR (DMSO-d 6 , 300 MHz) 5 9.14 (d. 1H). 8.8 (d, 1H), 8.64 8. 8 m 
0 8.29 (dt, 1H). 7.92 (d, 2H), 7.75 (t, 1H). 7.65 (d, 2H), 7,3-7,6 (m, 2H), 3.72 (t, 1H). 

F*nm ple 330 
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Example 33QA 
N-( 4-nitrophenvl V2-pyridinecarbohydrazonoyl chloride 
This compound was obtained from 2-pyridinecarboxaldehyde 4-nitrophenylhydrazone 
in 84% yield using the methodology described in the preparation of Example 329A. 
MS(DCI)m/e277(M+l) + ; 

1RNMR (DMSO-d 6 , 300 MHz) 8 10.93 (s, 1H), 8.68 (d, 1H), 8.21 (d, 2H), 7.93 (td, 1H), 
7.58 (d, 2H), 7.49 (dd, 1H), 7.24 (d, 1H). 

Example 330B 

l-(4-nitrophenylV3-r2-pyridinvlVm-pvrazole-5-carbonitrile 
The title compound was prepared from Example 330A and 2-chloroacrylonitrile in 
39% yield using methodology described in the preparation of Example 329. 
MS (DCQm/e292(M+l) + ; 

] H NMR (CDC13, 300 MHz) 5 8.70 (d, 1H), 8.45 (d, 2H), 8.16-8.07 (m, 3H), 7.84 (td, 1H), 
7.80 (s, lH),-7.35 (dd, 1H). 

Example 330C 

l"(4-aniinophenylV3-r2-pyridmylVl//-pyrazole-5-carbonitrile 
This material was prepared in 34% yield from Example 330B using methodology described in 
the preparation of Example 329. 
MS (DCI) m/e 262 (M+l)*; 

lH NMR (DMSO-d6, 300 MHz) 5 8.66 (d, 1H), 8.03 (d, 1H), 7.92 (td, 1H), 7.82 (s, 1H), 
7.43-7.36 (m, 3H), 6.61 (d, 2H), 5.68 (s, 2H). 

_ - Example-330 - - - - — - — _ 

N-f4-f5-cyano-3-(2-pyridinylVlH-py^ 

Example 330C was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 118-1 19 °C; 

MS (DCI/NH3) m/e 385 (M+l) + ; 

*H NMR (DMSO-d6, 300 MHz) 5 8.8 (d, 1H), 8.68 (dt, 1H), 8.63 (dd, 1H), 8.08 (d, 1H), 
7.99-7.92 (m, 4H), 7.85 (d, 2H), 7.77 (t, 1H), 7.48-7.42 (m, 1H). 

Example 331 

N-(4-( 5-cyano-3-f 3-pyridiny 0- 1 H-pyrazol- 1 -y npheny n-4-methy 1- 1 .2.3-thiadiazole-5- 
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described in the preparation of Example 329. 

MS (DCI) m/e 292 (M+lf, 51 fd 2H) g.37-8.30 

1 H NMR (DMSO-d6. 300 MHz) 5 9.19-9.16 (m, 1H), 8.66 (d, IH), 8.51 (d, 

,0 (m, 1H), 8.23 (S.1H), 8.17 (d,2H), 7.56 (dd,lH). 

Fv» m ple.331B 

15 described in the preparation of Example 304. 

MS (DCI) m/e 262 (M+l)*; ^ 1R) 7 50 (dd , i H ), 

lH NMR (DMSO-dg, 300 MHz) 5 9.10 (d, 1H), 8.25 (dt, 1H), 7.95 

7.39 (d, 2H), 6.70 (d, 2H), 5.65 (s, 2H). 

FvaTTi ple331 

p^rhnxamide 

Exa^e 331B was u fa *-* OH (M— * * « 7) » * 

title compound. 
25 mp 215-218 °C; 

MS (ESI) m/e 386 (M-l)\ 388 (M+l)*; (d m) 8 . 10 ( s, 1H), 

1 H NMR (DMSO-d 6 , 300 MHz) 8 9.15 (d, IH) 8.63 dd, IH), 8.30 (dt, 
7.95 (d, 2H), 7.85 (d, 2H), 7.54 (dd, IH), 2.80 (s, 3H). 

Temple 332 
Vy am ple 332 A 
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Example 309A-2 (442 mg, 1:62 mmol) and phosphorous tribromide (2.63, 9 17 nunc!) 

fT n Z TT (20 ^ was addBd cautious,y over 30 ™ s - ™ e ™ - diluted 

urtherw ithb.car bonate solution (100 mL). aqueous layex was exited with ethyl 
acetate(2 x 150mL). T.ecombinedorganiclaye, were dried over sodiu m sulfate, filLd 
and concentrated. The crude oi, was purified by flash chromatography using 95% hexane/5% 
e% acetate affording the title compound as a dark brown oi, (JTJ 86% Id) 
MS (DO/NHs) m/e 325 (M + NHt) + (for aniline produced in anajs)'- ' 
>H NMR (DMSO-d 6 , 300 MHz) 8 8.45 (d, 2H), 7.98 (d, 2H), 7.43 (s, 1H). 

Examp le 337R 
4 :r5-brpmrv3-ftrifl Un m m ^ 

The tide compound was prepared by iron powder and ammonium cWoride reduction as 
Piously described. The product was used in the subsequent step without additiona, 
purification- or charactherization. 
MS (DCI/NH3) rn/e 323 (M + NH 4 )+; 

<H NMR (DMSO-d 6 , 300 MHz) 5 7.i 6 (d, 2H), 7.14 (s, 1H), 6.67 (d, 2H), 5.60 (s, 2H). 

Examp le 332 

^^^^ 

Example 332B was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 143-144 °C; 

_ MS (DCI/NH3) .m/e_44.6 (M -f-NH 4 )+; - 

* NMR (DMSO-d 6 , 300 MHz) 5 1 1'.03 (s, 1H), 8.80 (s, 1H), 8.63 (d, 1H). 7.92 (d 2H) 7 76 
(UH). 7.64 (d,2H), 7.33 (s, 1H); 1.^.7.76 

AnahcalcdforC^rF^O: C 44.77; H, 2.1 1;N, 12.95. Found: C, 44.43; H, 2.11; N, 
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Example 333 \ 
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, ■„ Fxample (i>* (Method 5, 6, or 7) to provide the 
Example 326B was processed as in Example W 

title compound. , , 
* MS (DCiyNH 3 ) m/e 483 (M^ . 46 lH)i 8 . 79 (s , 1H ), 8.62 (d, 1H), 7.87 

1H NMR (DMSO-ds, 300 MHz) 5 10.95 (s 1H) 9 
(d ,2H),7.74(t,lH).7.54(d,2H) ) 6.80(s,lH),1.33(s,9H). 

pvample 333 . 

A soton of Example 333A (100 m S , ^ Tte solve „, »»s 

rem0 » td » ,ac» - * »» ^ " tefc ^ (2 mL) 

«« (I - J. » — •*» r " ^ miuu „ was pou*d in.0 S ...*d 

5 sodi.m W»A0«« «*™» ( 50 mL) ' ^ * „ m sodi „ m sulfate, filtercd and 

cOTM.nata.i.The.tsiduewaspanf.edbynasD 
b Le l 00b l ai„ to u,.e«.mp<,»nd(8mE.9*».eld,. 



mp 188-190 °C; 

MS (DCI/NH3) m/e 413 (M + NH 4 )+; (d> lH) , 8 .14 (s, IH). 7-89 

lH NMR(DMSO-d 6 ,300MH Z )5n.01(s,lH) > 8.80(s,lH), 

(d,2H)J.76(UH)J.69(d,2H) ^ c> 48 . 89; H , 2.37; N, 

Anal. calcd for C 14 HW C. 48.61 , H, 2.29,*, 
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17.38. 

25 E^mpieiH 



30 



Example^ . . . 

• , n nvridmv]H£^^ 

Hlu2I2l W : j[4^ 

gxampk334A, 

3 .Oxo-3-pyddin-3-yl-p^ 
19641 and p-nurophenylhydrazine 3.74 ^ ^ ^ ^ ^ w 

treat ed with 4N HC1 in dioxane 61 mL) and ^ ^ acetate and 

temperature and evaponUion to dryness, the res.due P 
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IN sodium bicarbonate solution. After removal of the aqueous phase, the organic layer was 
^ dried over MgS0 4 and concentrated in vacuo to provide 5.57g (19.8 mmol, 81%) of crude 
product. Silica gel chromatography of the crude product eluting with hexanes-acetone (4 step 
gradient from 6:1 to 1:1) provided 3.59g (12.8 mmol, 52.5%) of pure product as an oil. 
5 MS(ESI-)m/e280(M-H)'; 

lH NMR (DMSO-d6, 300 MHz) 89.02 (dd, J=0.5, 2Hz, 1H), 8.54 (dd, J=2,5Hz, 1H), 8.37 

(dm, J=9Hz, 2H), 8.17 (dt, J=8,2Hz, 1H), 8.04 (dm, J=9Hz, 2H), 7.46 (dd, J=5,8Hz, 1H), 6.1 1 
(s,lH),5.92(s,2H). 

10 Example 334B 

r4-nitro-r3-r3-pvridvl)-5-rbis-Boc-amino)- 1 H-pyrazoI- 1 -ylllbenzenc 
Example 334A (0.66g, 2.35 mmol) was dissolved into dioxane (5 mL) and treated with 
di-t-butyldicarbonate (0.62g, 2.82 mmol) and a catalytic amount of 4- 
(dimethylamino)pyridine at 60 °C for 1 day. Additional di-t-butyldicarbonate (0.62g, 2.82 

15 mmol) and4-(dimethylamino)pyridine were introduced at 60 °C for 3 hours to completely 
consume the starting material. The solvent was evaporated in vacuo and the residue was 
purified by chromatography on silica gel (Biotage 40S) eluting with hexanes-acetone (step 
gradient 9:1 to 2:1) to provide 537 mg (1.41 mmol, 48%) of pure product as the bis-Boc 
material (some mono-Boc product was sometimes also present and was combined with the 

20 bis-Boc product for the subsequent reactions). 

MS (ESI-) m/e 380 (M-H)"; MS (ESI+) m/e 482 (M+H) + ; 

iH NMR (DMSO-d6, 300 MHz) 5 9.14 (d, J=2Hz, 1H), 8.62 (dd, J=2,5Hz, 1H), 8.52 (dm, 
J=9Hz, 2H), 8.29 (dt, J=8,2Hz, 1H) J .78 (dm,J=9Hz, 2H) r 7v53 (dd,-J=5,8Hz7 1H), 733" (s," " 
-IH)71".29fs;i8H)." " 

25 

Example 334C 

r4-nitro-r3-r3-pvridvl)-5-(bis-Boc-aminoVlH-pvrazol-l-vlll beiizene 
Example 334B (525 mg, 1.1 1 mmol) was dissolved in ethanol (10 mL) and water (0.5 
mL) and reduced with iron and ammonium chloride as described previously to provide 375 
30 mg (0.83 mmol, 75%) as a mixture of mono and bis-Boc protected product which was used 
directly in the subsequent amide coupling reactions. MS (ESI+) m/e 352(M+H)*(mono-Boc); 
(ESI-) m/e 452(M+H) + (bis-Boc); 

*H NMR (DMSO-d6> 300 MHz) 5 9.04 (d, J=2Hz, 0.33H), 9.02 (d, J=2Hz, 0.67H), 8.44 (s, 
0.67H), 8.55-8.50 (in, 1H), 8.62-8.14 (m ) . f lH), 7.47-7.42 (m, 1H), 7.15 (dm, J=9Hz, 1.33H), 
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7 . WtoJ *0, 7 H ) .7.0 4 , S; 0.33H ) ., 82( ,0. 6 7 10 .6, 7 ^<^».5.« (S ,0. CT H,. 
j.36(s,1.33H), 1.30-1.38 (m;12H). 

^arhnyamide 

mg „ t p™ i u« aS .^tu«ofn»noa„dbi S Bocpr M e C « <1 su taa ™es. 

0.4H),5.98 (S.0.4H); 

EjcampleJSffi 

was used without purification. 
) MS (ES1-) m/e 373(M-HV; 409(M+C1)-, g ?9 , 1H)i 8 . 72 (d, J=6Hz. 



25 



(s, 1H); 

Fvample 334 



30 



Example 334E (54 mg" Theoutgassingo f the reaction stopped after 

NaNO, (400 mg) in water (2 mL) at 50 C. The utg ^ ^ ^ ^ 

approximately 15 minutes. The reacuon was cooled P ^ layer 

was washed with water (2x) and dned over M SO, i^cre ^ by 
residue was purified by chromatography on silica ge ^ 0 

of the title 

dntion with hexanes-ethyl acetate (1:2) to provide 17 mg (0.04- mm , 
compound as an off-white solid. 
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mp 213-215 °C; 
% MS (ESI-) m/e 403(M-H)"; 439(M+Q)"- 

(m, 2H), 8.35 (dt, 1H, J=8, 2 Hz), 8.22 (s, IE), 7.89 (d, 2H, J=9 Hz) 111 (x 1H J s H ^ Z 
5 (d,2H.J=9Hz),7.53(dd,lH,J=5,8Hz). ( ' 5 HZ) ' 7,69 

Examp le 33S 

mp 145-147 °C; 

MS (DCI/NH3) m/e 451 (M + NH0+- 

^ (D MS^ 6 .300MH S6 „:o 2(U „ ) , 7 . M(d , 2H) ,,; MW 7 32&iHxig4 
" **«" 6 «« WS C,48.6 l; H,, 2 9 ; N,n.„. Fo und; C, 48.89; H, 2.37; N, 

AWs^iim-Vrtfl, V HffnT1 _ n| , || ¥ | 
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Example 336a 

(0.180mL 1.27 mmol). The ^tag ^ was SIimd „ room ' 

anord the title compound as an oil (95 mg, 58% yield) 
MS (DCI/NH3) m/e 274 (M+l) + ; 

"H NMR (DMSO-d 6 , 300 MHz)' 5 8.41 (d, 2H), 7.91 (d, 2H), 7.32 (s, 2H). 



Examp le 336R 
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4^^^^^ was >ddedt0 

' , ^A/oome O 329 mmol) in acetonitrile (1 mL) was addea 
A solution of Example 336A (90 mg, 0.^ Q5g ^ 

m i tinT,m°n of copper chloride (66 mg, 0.49 mmol) and tomyi 
t0 a cold solution (0 C) of copp ture was stirred for 30 minutes, then 

0.49 mmol) in acetonitnle (2 mL). The resulti g ^ ^ ^ 

5 poured ,tobrine (SOrnL^ ^^.^^^c— - 
The combined organic layers were dried 9Q% hexane tQ 

crude residue was purifiedby flash ^^^^^^f,^ 
^mechlorotria.olea.anoiUTOmg^^ 

(P 0r aniline produced by the analyse) HMJ^ , ^..^ ^ used 

10 (d , 2H ). Thisnitrocompoundwassubje^d^ ^^^^^.as complete, 
without purification in the next step. TLC analysis nunc 

Fvam ple 336 

..hvn 1 W Lui-LLuLUHl'li 1 nvll 1 fl ' — i g ^ irotinaimds 

15 • mp 167-170 ? C; - 

MS (DCI/NH3) m/e 386 (M + H) + ; ? 95 2H)i 7 . 76 

1H NMR (DMSO-d 6 , 300 MHz) 6 11.08 (s, 1H), 8.80 (s, 1H), 8.0 

(d,2H),7.75(s,lH). 



20 



Example 325B was processed as in Example w a v 
title compound, 
mp 167-170 °C; 

(d,2H),7.75(s, 1H). 

Pvample 337 

^.ridin^^ 

Example 337A 



30 4^meltol-N-(4-f5-nitro. 



rgrf^utyLH^JI^n^^ 
r y n7 »i-S. Y 1p.arbamate 
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used directly m the next step/ . mg (1.21 mmol, 84%) of product that was 

fu^^ 416 ^^ 50 ^ 576(M-H)(bis-Boc); 

B NMR (DMSO-d.300 MHz) 6 10,6 ( S , 0.4H), 10.93 (S.0.6H), ,97 (,0.6H) 910(D 

0-4H), 7.18 (s. 0.4H), 6.93 (s, 0.6H), 2.83 (s, 3H). ^ ^ (m ' 

Examp le ^Tm 
carboxarn iHp 

Example 337A (580 mg , 1.2, „,„„,) was ^ ^ 4N 
Tta «W« panned be,we„ e % l »«, 1N sodilm „, J J *« 

MS (ESI+) m/e 378(M+H) + - 

'H NMR (DMSO-d,, 300 MHz) 6 10.91 (s, 1H>, 8.96 <d, J= 2H2 . 1H), 8.5, (d MHz 1H1 



Example „ _ ^ _ ^ 

ample 337B (145 mg, 0.38 mmol) was dissolved to 10%H,SO (1 SmL^I^H 

m po„,ons over 1 mi™ ,„ sodium n|tHte (J4> < ^ ^ 

was aUowed ■„ „ a e t wi, h „ ig „ rous ^ „5 ^ 'c The^aTd " 

»,,e followed by concm™ „ vacm Additional > 

mp 208-210 °C; 

MS (ESI-)m/e406(M-H)-; 
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Hz),2.86(s,3H). 

. g^ample 338 

ExamclsJlSA 

Thehydrazone W eparedf^ 
thiazolecarboxaldehyde in 88% yield using the methodology descnbed 

. Example 300 A. 

MS (DCI) m/e 249 (M+l)'; d m) 7 69 (d , i H ), 7.09 

lHNMR(DMSO-d6,300MHz)58.21(s,lH),8.09(d,2H),/.s V, 

15 (d,2H). 

pvample 338B 

^^'^^ prepared above usmg 

The chlorohydrazone was prepared in 88 h yieia * 
20 methodology described in the preparation of Example 300B. 

MS (DCI) m/e 283 (M+l) *; 2H) 7% (d , 1H ), 7.92 (d, 1H), 

1 H NMR (DMSO-d 6 . 300 MHz) 5 11.10 (s, 1H), 8.24 (a, in), 

7.48 (d,2H). 



MS (DCI) m/e 298 (M+l)*; ( lH) 8 . 04 (d, 1H), 7.97 

30 lH NMR (DMSO-d 6 , 300 MHz) 5 8.51 (d, 2H), 8.15 (d, 2H), 

(d, 1H). 

Pv P rnp lR 338D . 

iJ ^ 3mia ^^~C^« vield from the nitrophenyl compound prepared 
35 The compound was prepared in 36% yield trom QD 

above using the methodology described in the preparat.cn of Example 300D. 

MS (ESI) m/e 268 (M+l)*, 266 (M-l) . 
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lH NMR (DMSO-d6, 300 MHz) 5 7.97 (d, 1H), 7.83 (d, 1H), 7.81 (s, 1H) ,7.38 (d, 2H), 6.70 
5.68(s f 2H). t 

Example 338 

N-f4-r5-cvano-3-f 1 .3-thiazol-2-y 1 V 1 H-pvrazol- 1 -ynphenvl V3-fluoroisonicotinamide 
Example 338D was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 210-21 1°C; 

MS (ESI) m/e 389 (M-l)\ 391 (M+l) + ; 

lH NMR (DMSO-d6, 300 MHz) 8 1 1 .04 (s, 1H), 8.80 (d, 1H), 8.63 (dd, 1H), 8.00 (d, 1H), 
7.97 (d, 2H). 7.89 (d, 1H), 7.84 (d, 2H), 7.76 (t, 1H). 

Example 339 
N-(4-f3-f5-bromo-3-pyridinylV5-fdiflM 

fluoroisonicotinamide 

Example 339A 

3-r5-hromo>3-pvridinv1 VI -r4-nitrophenvl VI tt-Pvrazol-5-ol 
Condensation of methyl 5-bromonicotinoylacetate and p-nitrophenyl hydrazine using 
methodology previously described gave the title compound in quantitative yield. 
MS (APCI) m/e 361 (M+H)+; 

lH NMR (DMSO-d6, 300 MHz) 8 9.1 (d, 1H), 8.73 (d, 1H), 8.52 (t, 1H), 8.38 (d f 2H), 8.22 
(d, 2H), 6.33 (s, 1H). 



Example 339B 

S-bromo^-rS-fdifluoromethoxvVl-^nitrophenvlVljy-pvrazol^-vllpvridine 
This intermediate was prepared by alkylation of Example 339A in 81% yield using the 
procedure described in the preparation of Example 322A. 
MS (DCI/NH3) m/e 430 (M+NH4) 4 *; 

] H NMR (DMSO-d6, 300 MHz) 5 9.4 (d, 1H), 8.75 (d, 1H), 8.57 (t, 1H), 8.44 (d, 2H), 8.07 
(d, 2H), 7.66-7.18 (t, 1H), 7.14 (s, 1H). 

Example 339C 
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This intennediate W as, ;P repared by reduction of the above compound with n-on powder 
* in 82% yield as described in the preparation of Example 322B. 
MS (DCI/NH3) m/e 400 (M+NH4) + ; A n n * n , m 

5 1 H NMR (DMSO-d 6 , 300 MHz) 5 9.04 (d, 1H). 8.67 (d, 1H), 8.45 (t, 1H), 7.54-7.06 (t. 1H), 

7.22 (d, 2H), 6.93 (s, 1H). 6.65 (d, 2H), 5.47 (s, 2H). 

Example 339 

r T f1 r f < u^. r^nvn-5-rdifino^^ 

flnnroisonic otinamide 
Example 339C was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 

title compound, 
mp 179-180 °C; 

MS (DCI/NH3) m/e 506 (M+H)+; 

» -^^^^^^^ 

Exam ple 340 
r^nxamide 

Example 338D was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound, 
mp 230°C; 

(d, 2H), 2.86 (d, 3H). 

Tram ple 341 

Example 338D was processed as in Example (i)-a (Method 5, 6, or 7) to prov.de the 

title compound, 
mp 162-163 °C; 

MS (DCI/NH3) m/e 434 (M+D* ; 
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IH NMR (DMSO-d 6 , 300 MHz) 511.06 (s, IH), 8.80 (d, IH), 8.63 (dd, IH), 8.00 (d IH) 

* 7.93 (d, 2H), 7.87 (d, IH), 7.78 (t, IH), 7.66 (d, 2H), 7.62 (s, IH); 

IR(KBr) cm' 3277, 3102, 1653. 1604 . i*» m 6 i 4 i« ,,on , 00 , 

, .., .-.o, ,ii U , ^07, uz5, i29o, jU4/ n68 

1125.990,934,844,726. ' 

Example 347 

4-m^Yl-N-(4-n-n ^hi a ,nl-?-vl)-5.rfr,-flMnrn mP ,hvn., W . r r .^, Uvhnhf > nv ^ , 

thiadia7.nlp.- 5-carhp Y?m iH P 

Examp le 347 A 

4 , 4.4-triflunm-HI S-thiawfra -ylVI 3 - h utaneriion. ^ m 
Tc . . slurry of sodium methoxide (5.2 g, 96 mmol) in ethyl ether (250 mL) under nitrogen was 
added methyl trifluoroacetate (9.66 mL, 96 mmol) slowly with stirring. The resulting white ' 
slurry was stirred at room temperature for 30 minutes. It was cooled to 0 °C and 2- 
acetylthiazole (8.28mL, 80 mmol) was added dropwise to the mixture. This slurry became a 
clear solution upon addition of 2-acetylthiazole. Then the mixture was heated to reflux for 1 
hour. Tins resulting reddish slurry was cooled to room temperature and ethyl ether was 
removed in vacuo to give the diketone product (17.80 g) quantitative) as an off white solid 

lH NMR (DMSO-d 6l 300 MHz) 8 7.88 (d, IH), 7.84 (d, IH), 6.39 (s, IH). 

Example 347 R 
' 2 -r5-(tritTuornmethvn.1 ^-pvr p^ ol-3-v1l7i ^ ,^7. 
25 Example 342A (4.8 g, 22 mmol), anhydrous hydrazine (1.28 mL, 26.4 mmol), and dry 

toluene (100 mL) were combined and heated to reflux for 3 hours. The reaction mixture was 
cooled to room temperature and the toluene was removed in vacuo. This crude material was 
punfied by flash chromatography, eluting with ethyl acetate-hexanes (v/v, 3:7) to give the 
desired pyrazole product (1.8 g, 38%). 
30 MS (DCI/NH3) m/e 220 (M+l)+; 

lH NMR (DMSO-d 6 , 300 MHz) 6 10.52 (s, IH), 8.02 (d, IH), 7.49 (d, IH), 7.25 (s IH) 6 98 
(s. IH). ' h ' 



20 



Example 347P 
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. v i lAnxinAa i6mmol)indryDMF(5mL). lne 
n()m\) was added dropwise Example 342B (3.4 g, i o mmoi; y 

™le partitioned between 30 mL of ethyl acetate (30 mL) and water (20 mL). The 
temperature, paruuo withN , s0 filter ed and concentrated in vacuo to give a 

organiclayerwassepa r ated,dned W ithNa J S0 4 ,nite 

mixture of regioisomers (5 g, 91%, 2: 1 mixture of reamers). This crude mat 
10 purified before next iron reduction step. 

^l^ff-SO**-*)* S.47 ft 2H), S.02 ft !*. 7.95 ft » 

15 . 7.89 (d, 1H), 7.73 (s, 1H). 

pimple 342P 

^^r^ajBhiaa^^ 

20 „e^xt»re^^ 

^Ld. msresuMngblac^turewasheatedtorenuxforBbour,™ 

JaLoledtoroomtempera^^ 

I,,! washed ^^,^^(20^^^^^ 

25 mLX2) Theor g an 1C portionwasd rie d W ithNa 1 SO J ,f 1 Heredandconcent ra t e d 1 nvacuo. Thrs 

„exanes ( v/v,2-,)to give the desired product asapalewmtesoUdO-S g , 33%^). 

MS (ESI) m/e 3 L 1 (M+l)\ 309 (M-l)"; M) 
lHNMR(DMSO-d 6 ,300MHz)5 7.97 (d, tH), 7.82 (d, 1H), 7.49 (s, 1H). 7.1V ( 

30 6.65 (d, 2H), 5.65 (s, 2H). 

P. y am ple 342 
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4- ffle thYl-N-f4-fVl ^-t h ^ol l-vn-5-rrrifi,,n^ Ylv 1 u rr „- n| , . n|| , |||| n ^ 

* thiadia/nlp.-S-carhnYflmirf^ 

Example 342D was processed as in Example (i)- a (Method .5, 6, or 7) to provide the 
title compound. r 

5 mp 162-163 °C; 

MS (ESI) m/e 437 (M+l)\ 435 (M-l)*- 

.. I HNMR(DMSO-d 6! 300MHz) 6 n.04(s > lH),8.00(d,lH) ( 7.92(d,2H),7.86(d 1H) 
7-65(d,2H), 7.62 (s.lH), 2.86 (s,3H). 



Example 3 4.3 

H^n ^dimethvl-l ^ «M -$-yl)-5-(m ■o ro m ^-lH: D vr a ,o..,.vn r hgTiyl} . , 

fluoroisonimtina^j^ 



Example 343 A 



4-r3-(2,4-dim er hvl-l ^-rbiazol-5- y lV 5.frn-fl,,oro m e t hvn-m. r ^^ H r|hljHnr 
A nuxture of sodium methoxide (2.10 g, 38.65 mmol), methy. trifluoroacetate (3.90 mL 
38.65 mmol) and S-acetyl^dimethylthiazole (5.0 g, 32.2 mmol) in ether (150 mL) was ' 
heated at reflux for 16 hours. The reaction mixture was cooled and ether was removed in 
vacua Ethanol (100 mL), 4-nitrophenylhydrazine (4.92 g) 32.2 mmol) and concentrated HC1 
(10 mL) were added and the resulting mixture was heated to reflux for 16 hours. The reaction 
nature was cooled and iron powder (12.5 g, 225 mmol) was added and the mixture was 
heated at reflux for 2 hours. The .action mixture was cooled and pou.d in saturated sodium 
b^bonate solutton (200 mL). The aqueous layer was extracted with ethyl acetate (3 x 150 
mL), The comb.ned organic extracts were dried over sodium sulfate, filtered and 
concentrated. The residue was purified three times by flash chromatography using 15% 
7Z:Z^ hCKMf ° ld(l50mS ' ^^y'^) the desired product. 

Example 343 

fluoroisnnjrnfn^mj^ 
Example 342D was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 
title compound. 
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mp 194-195 °C; 

MS (DCI/NH3) rait 462 (M + H)+; o „ fJim . ol 9m 7 75 

*lH NMR (DMSO-d6, 300 MHz) 6 1 1.01 (s, lH),8.80(s, 1H), 8.62 (d.lH), 7.91 (d.2H).7.75 

(t, 1H), 7.60 (d, 2H), 7.41 (s, 1H), 2.63 (s, 3H). 2.51 (s. 3H). 

^■■nplf.WA 

removed. Hydrazine monohydn,* (2.16 A 44.58 mmol, - «*-• <"> * »" M 
L Jo. mixhu. was hcted . „** for .6 tar, Uponcoolmg ,o room 

F , x j , j frt n°r Thk solution was added dropwise to a 

d^ethylfonnamide (100 mL) and cooled t 0 ^ethylfonnanude 
xnixture of sodium hydride (60% in mineral oil, 1.79* 44.72 mmoJ) y 

• • , n .rihr« minutes l-fluoro-4-nitrobenzene (4.3 mL, 4U.M mmoij 
f30 mL). After stirring at 0 C for iO minuies, uuu 

^ u imw . t . nn or { nr 1 6 hours. After cooling to u u 

> j j Thp r^ultins mixture was warmed to 90 L tor 10 nours. 

ionium chloride (2.26 g. 40.65 mmo» and a mixiore of ^ 
wadded CO .he er.dei.-e. The mix-re was hea.edi.refiu forlhoj. Afier 

The filtrate was concentrated to dryness, inecruucpi 
d atomaceous earth (21) g). lneiuumc fractions 

0 punfiedbysn^^ 

Itauung the des:red product were combined and freed of solvent (2. 1 1 g. 17 % v.eld). 

MS (DCI/NH3) m/e 307 (M+H)+; „ 

1 H NMR (DMSO-d 6 , 300 MHz) 5 7.0! (d, 2H). 7.95 (s. 1H). 6.72 (t. 1H). 6.60 (d, 2H), 6.37 

(t ,lH), 5.85 (mJH). 5.53 (s,2H), 3.53 (s, f 3H) 
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Example 344 
yD p h envDisonicotinamirip 



5 Ex ^ le3 ^ Aw -F-esseda S i„Exa m ple(i)-a(Method5 > 6,or7)top 
title compound. 

mp 171-173 °C; 

MS (DCI/NH3) m/e 430 (M+H)+; 

1H NMR (DMSO-d 6 , 300 MHz) 6 8.80 (d, 1H), 8.60 (dd, 1H), 7.85 (d, 2H), 7.45 (d 2H) 
'0 7.22 (s, 1H), 6.91 (s, 1H), 6.75 (m, 1H), 6.70 (t, 1H), 5.80 (m, 1H), 3.55 (s, 3H). ' ' 



Example 34S 

]5 3-flU0ro-N-f4-f3-t,trahvdm.9. fil r a n Y i.^ f tr i f1l , nrnmpthY , v1F r . Tvn) ] 

vnDhenvl^isonicotinamirf P 



20 



25 



30 



Example 345 A 
3-f2-fiirvl)-5-rtriflimmm f ^Yl)- 1 rY-nTiffinlr 
4.4 ) 4-Trifluoro-l-(2-fu I yl)-l,3-butanedione (0.9 g, 4.39 mmol) and hydrazine 
monohydmte (0.19 mL, 4.82 mmol) were combined in toluene (10 mL) and refluxed 

r 0 nT g t f Cr C00li " g t0 ™ m temPeratUre ' S ° ,Vent W3S removed in — product 
0.77 g, 87 % crude yield) was used without further purification 

<H NMR (DMSO-d6, 300 1MHz) 5 7.85 _(m. 1H), 7.00 ; (s, 1H), 6.95(1 1H), 6,67 (m,J_H)._ 

Example 34SR 

3-f2-furyl)- 1 -r4-nitmp h ff n Y l).s. f > rifll3nmmp , hv n . , w _ ryrTn|r 
To a mixture of sodium hydride (60% in mineral oil, 0.193 g, 4.83 mmol) and 
dimemylfo^amide (10 mL) under nitrogen at 0 »C was added dropwise the Example 345A 
(0.89 g, 4.41 mmol) dissolved in dimethylformamide (5 mL) over a period of 10 minutes 
Then l-fluoro-4-nitrobenzene (0.47 mL. 4.43 mmo.) was added dropwise, and the resulting 
fixture was heated to 100 °C for 3 hours. The reaction mixture was cooled and partitioned" 
between water (20 mL) and ethyl acetate (30 mL). The aqueous ,ayer was further washed 
wrth ethyl acetate (2x20 mL). The organic washes were combined and dried over M»SO 
Solvent was removed, and the crude product was loaded onto a filter cake (70 mL silica gel 
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J u Phitftd with 50% acetone in hexanes 

<„,. F«io»s —r.g <be deared product »d * eluliDg 

*~ W T"^.^" ia ,-> Wiethe 
teUcd omterial beta, tte minor couOU-* °v«n>ll 0.35 g (26T 

product. 

MS (DCI/NH3) m/e 324 (M+H) ; g, (s> lH)> 7 . 05 

1H NMR (DMSO-d 6 , 300 MHz) 5 8.45 (d, 2H). 7.92 (d, 2H). 7.83 (m, 

(m,lH),6.67(m,lH). 

^^^^ 
— onedropof — 

temperature for 1 8 hours, filtered through a short silica gel plug, 

the desire compound. 

MS (DCI/NH3) m/e 298 (M+H)+ 

ExamBle345D 

yD E henyl)isor^^ . . tlu . 

^^f^tllXm^etfaod 5, 6, or 7) to provide the 
Example 345C was processed as m Example w \ 

title compound, 
mp 116-118 °C; 

5 MS (DCI/NH3) m/e 421 (M+H) ; m) 8 . 62 (dd , ffl), 7.9 (d, 2H), 

1 H NMR (DMSO-d 6 , 300 MHz) 8 11-00 (s, 1H) -80 d J 
7.85 (t 1H). 7.52 (d, 2H). 7.10 (s, 1H). 4.95-4.90 (m, 1H). 3.97-3.89 (m, 
1H), 2.30-2.21 (m, 1H), 2.27-1.90 (m, 3H). 

Exajnple_246 

Reference: Lecomte, L.; Ndzi, B.; Queguiner, G., Turck, A. 
35 mp 184-185 3 C; 
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MS (DCI/NH3) m/e 418 (M + NBU)+; 
. lH NMR (DMSO-d6, 300 MHz) 5 1 1.06 (s, 1H), 8.83 (s, 1H), 8.71 (d, 1H), 7.92 (d, 2H), 7.73 
(d,lH), 7.66 (d f 2H) f 7.32 (s,lH). 

5 Example 347 

N-(4-f 5-chloro-3-f 1 .3-thiazol-2-vlV 1 H-pvrazol- l-vl)phenvl)-3-fluoroisonicotinamide 

Example 347 A 
methyl 3-oxo-3-H .3-thiazol-2-vnDropanQate 

10 To a cold solution (-78 °C) of diisopropylamine (7.5 mL, 51.82 mmol) in diethyl ether 

(200 mL) was added n-BuLi (2.5 M in hexane, 18.0 mL, 45 mmol). The resulting solution 
was stirred at -78 °C for 30 minutes at which point neat 2-acetylthiazole (5.07 g, 39.87 mmol) 
was added. The resulting solution was stirred for one hour at -78 °C and neat methyl 
cyanoformate (4.7 mL, 59.81 mmol) was added and the resulting mixture was stirred at -78 °C 

15 for 3 hours'. The reaction mixture was then wanned to room temperature over a period of one 
hour. The reaction was quenched by the addition of water (150 mL). The layers were 
separated. The aqueous layer was acidified to pH 1, then extracted with ether (150 mL). The 
organic layer was dried over sodium sulfate, filtered and concentrated to give the title 
compound as an oil (7.37 g, 99% yield). 

20 MS (DCI/NH3) m/e 186 (M + H) + ; 

*H NMR (DMSO-d 6 , 300 MHz) 5 8.29 (d, 1H), 8.18 (d, 1H), 4.21 (s, 2H). 

______ Example 347B - - — — "" 

l-( , 4-nitrophenvn-3-ri.3-thiazol-2-vlV lH-pvrazol-5-ol 

25 A mixture of Example 347A (7.32 g, 39.6 mmol), 4-nitrophenylhydrazine (6.65 g, 43.5 

mmol), concentrated HC1 (15 mL) and water (15 mL) in dioxane (200 mL) was heated at 
reflux for 4 hours. The reaction mixture was cooled to room temperature and approximately 
75% of the solvent was removed in vacuo. The reaction mixture was diluted with brine (200 
mL) and the aqueous mixture was extracted with ethyl acetate (2 x 200 mL). The combined 

30 organic layers were dried over sodium sulfate, filtered and concentrated to a crude orange 
solid (7.32 g, 64% yield) which was pure enough for the next step. 
MS (DCI/NH3) m/e 306 (M + NH 4 ) + ; 
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ffy a m ple347C 

2-I5^1oiod^^^ H .„ 

dlchIonde „ 

A nuxture of the Example 347B (93 g ^ ^ ^ ^ 

(5.0 mL, 35.3 inmol) was heated at 150 CforZ4tio ^ 

oured slowly into samrat^^^ 

-actedwi^^ 

22% yield). 

MS (DCI/NH3) m/e 307 (M + H)+; 7 29 

i H NMR (DMSO-d 6 , 300 MH2) 5 8.46 (d, 2H), 8.04 (d, 2H), 7.99 (d, 1H), 

15 (s,lH). 

gvam ple 347D 

. -~^IZ^^aTred^with iron as described previously. 
The mtro group 01 bxampie 

20 MS (DCI/NH3) m/e 277 (M + H) + ; fi ( ]H) 6 68 

l H NMR (DMSO-d 6( 300 MHz) 5 7.92 (d, IH), 7.78 (d, IH), 7.21 (d, 2H), 

(d,2H), 5.58 (s,2H). 

Pimple 347 

25 M = tH ^^-^^ flu azaUd ^^ ; ^,IL7 6 or 7) to provide the 

Example 347D was processed as in Example (,)-a (Method 5, 6, or 7) p 

title compound, 
mp 194-195 °C; 

MS (DCI/NH3) m/e 400 (M + H)+; H) 7 93 

30 lHNMR(DMSO-d 6 ,300MHz)510.98(s,lH),8.79(,lH),8.63(d,lH),7.9 



17.00. 
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Example 

S mp 109-112 °C; 

MS (DCI/NH3) m/e 446 (M+H)+- 

L H r 7 ^ 3w ^ ,57 - 9i<d '*" o - 7 ' M(ra ' i *'" i '« H »*"' 

(m, 1H), 7.41-7.33 ( m> 1H), 7.30 (s, 1H); 
^ Anal. calcdforC^OBnC, 45.30; H, 2.12; N, 9.32. ^^0,45.09^,2.3^.9.07. 

Example 34Q 

15 mp. 79-82. °C;. 

MS (DCI/NH3) m/e 445 (M+H)+- 

>HNMRa,M S O.d 6 ,300MH 2 , 8 , 8UUW8 . 70(tIH) ,^ (4m77 

(d, 2H, J=9 Hz), 7.30 (s, 1H). 

20 

Examp le 35n 

mp-162-163-°G; 

25 MS (ESI) m/e 391 (M+l) + , 389 (M-l) - 

^ im ^ mh ,w - ^ <». 



30 



Example^! 

,^1 0ODWaSP '° C " SedlS '" & ^'«-^»^.Mr7) t op„v ideti e 
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mp 221-222 °C; 
1153,1129,1101,972,843. 

Fvar^ple 352 

Example 322B was processed as in Example (fr. (Method 5, 6, or 7) p 

title compound, 
mp 130-131 °C; 

MS (DCI/NH3) m/e 433 (M+NH4) ; 
lHNMRPMSO-d 6 ,300MHz) 5 10.7(sl S ^ 
,5 1H), 7.32-7.41 (m, 2H). 7.15-7.65 (t, 1H), 6.82 (s, 1H). 

P.Yflmple 353 

Example 322B was processed as in Example (i)-a (Method 5, 6, or /) P 

20 title compound, 
mp 122-123 °C; 

MS (DCI/NH3) m/e 449 (M+NH4) + ; 

lHNMR(DMSO-d 6 ,300MHz)610.82(s, 1H), 7.92 (d, 2H), 7.62 (d, 2H), 7.59 
2H), 7.45-7.57 (m, 2H), 7.16-7.64 (t, 1H), 6.85 (s, 1H). 

25 F^mp'e 354 

jHHHdifluo^^ 

rtflpnmheny.amide 

Ex^p,, 322B was processed - » Bx^le (i)-a (Merhod 5, 6, or 7) » provide ft. 

30 title compound, 
mp 154-155 °C; 

MS (DCI/NH3) m/e 451 (M+NH4) + ; ^ 7 2 

1 H NMR (DMSO-d 6 , 300 MHz) 5 10.69 (s, 1H), 7.79 (d, 2H). 7.53 (d, 3H). 7.4 (t. 

(m,lH). 7.09-7.45 (t,lH), 6.69 (s,lH). 
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Example 

carfaoxamirlft 

Example 3S5ft 
3-f3-furvl)-1-(4-nifrnDhenvlVlW- rYr ,„| * n[ 

nitronh^ih P ;° X °- 3 ^ ranpra P ionate < 2 * 1*9 -nol) in ethanol (100 mL) was added P - 
^yJl*^ ( 1.77g. ll. 6mm ol)and4MHClinciioxane. The mixta, was heated 
to reflux for 3 hours. Upon cooling to room temperatur, the solvent was removed and the 
crude product was used in the next step without further purification ■ 
MS(APCI)m/e270(M-H)- 



Example 35Sft 

1 y. pvn , ml . 1 . Y i ]an;i;H , 
Example 355A (1 .0 g, 3.7 mmol) was added to phenylphosphonic dichloride (5 mL) in 
a sealed tube The mixture was heated to 120 °C (oi, bath) for 5 hours. Upon cooling to room 
temperature, the mixture was poured over a period of 30 minutes into an ice cold saturated 
aqueous solution of NaHC0 3 (100 mL). The resulting mixture was extracted with ethyl 
acetate (3 xlOO mL). The organic layers were combined and passed through a filter cake (100 
mL smca gel and 15 g annhydrous magnesium) eiuting with ethyl acetate. Solvent was 

_ removed leaving, the-product-as-a brown-oil 

MS (DCI/NH3) m/e 260 (M + H)+ (For aniline produced under analysis conditions ) 

|™SO A , 300 MHz) 8 8.4 (d, 2H), 8.2 (s, 1H). 8.0 (d, 2H), 7.8 (t, 1H),' 7, (s, 1H), 

H V 9 ^ eCrU ^ Pr0duCt ^^issolved in ethanol/water (20 mL,3:l/v.v). Iron powder 
log. -7.3 mmol) and ammonium chloride (0.206 g, 3.89 mmol) were added, and the mixture 
was wa^e ^^ta^^^^J^ 

the rescue was passed through a filter cake (100 mL silica gel and 15 g annhydrou, ' 
magnesrum sulfate) eiuting wtth 20% acetone in hexanes (v:v). Fractions containing the 

solid. (0.42 g, 44% overall yield). 
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MS (DCI/NH3) m/e 260 (M+H) + ; 2H) 
" NMR CDMSOd 6 . 300 MHz, 5 7.15 if. SB. 6.81 (3. IB. 6.65 <4 2H). 5.0 

Temple 355 

rarhnxamide 

B,™p.e35 5 Bwasp t oce SS e d ^H M n P M i H(M«h.d5.6.o.7„op I o„de^ 

title compound, 
mp 150-152 °C; 

10 MS (DCI/NH3) nfe 386 (M + H)+, ^ m 6 % 

1 H NMR (DMSO-d6, 300 MHz) § 8.17 (m, 1H), 7.89 (d, 2H), S 
(s, lH),6.86(m, 1H), 2.84 (s, 3H). 

Pvam ple 356 

Example 355B was processed as in Example w a v 
title compound, 
mp 165-166 °C; 

MS (DCI/NH3) rn/e 383 (M+H) + ; ( m) 7 90 

20 lHNMR(DMSO-d6,300MHz)510.98(s,lH),8.80(s ) lH) 1 8.6 (d,l 

(d. 2H). 7.77-7.74 (m, 2H). 7-65 (d, 2H), 6.97 (s, 1H). 6.87 (m. 1H). 

Example 357 

25 Fram ple 357 A 

. n^.OSmmoO.d.methy— ^ 

chloride (20 mL) was surred at room temperature for 24 hou^ Th ^ 
diluted withethyl^ 

(150 mL) and saturated sodium bicarbonate soluUon (150 mL). 
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over sodium sulfate, filtered and concentrated to a crude solid which was pure enough to use 
jn the next step (1.20g, 99% yield). 
MS (DCI/NH3) m/e 269 (M + NH4)+; 

*H NMR (DMSO-d 6 , 300 MHz) 5 10.05 (s, 1H), 9.00 (s, 1H), 8.06 (d, 2H), 6.71 (d, 2H), 
5 4.43 (dd, 1H), 3.95 (m, 1H), 3.80 (m, 1H), 2.20 (m, 1H), 2.01-1.80 (m, 3H). 

Example 357B 

N-( 4-nitropheny D tetrahydro-2-furancarbohy drazonovl chloride 
A mixture of Example 357 A (1.15 g, 4.58 mmol), triphenylphosphine (1.80 g, 6.87 
10 mmol), and carbon tetrachloride (0.70 mL, 6.87 mmol) in methylene chloride (10 mL) and 
acetonitrile (5 mL) was stirred at room temperature for 20 hours. The reaction mixture was 
concentrated and purified by flash chromatography using 15% ethyl acetate/ 85% hexane to 
afford the title compound (420 nig, 34% yield) as an oil. 
MS (DCI/NH3) m/e 287 (M + NH4)+; 
15 m NMR (DMSO-d 5 , 300 MHz) 5 10.45 (s, 1H), 8. 17 (d, 2H), 7.34 (d, 2H), 4.74 (t, 1H), 
3.92-3.79 (m, 2H), 2.25-1.88 (m, 4H). 

Example 357C 

l-(4-nitrophenvlV3-tetrahydro-3-furanvl-l//-pyrazo le-5-carbonitrile 
20 A mixture of the Example 357C (207 mg, 0.768 mmol), 2-chloroacrylonitrile (100 mg, 

1.15 mmol) and triethylamine (0.225 mL, 1.61 mmol) in toluene (5 mL) was heated to 70 °C 
for 2 hours. The reaction mixture was concentrated and purified by flash chromatography 
using 10% ethyl acetate/ 90% hexane to afford the titie_comppund (155 mg, 71% yield) as an 

oil . - ------- 

25 MS (DCI/NH3) m/e 285 (M + H)+; 

1H NMR (DMSO-d 6 , 300 MHz) 5 8.48 (d, 2H), 8.07 (d, 2H), 7.56 (s, 1H), 4.99 <t t 1H), 3.92 
(m, 1H), 3.80 (m, 1H), 2.27 (m, 1H), 2.00 (m, 3H). 

Example 357D 

30 1-r4-aminophenyn-3-tetrahydro-3-furanvl-l//-pvrazole-5-carbonitriie 

The nitro group of Example 357C was reduced with iron as described previously. 
MS (DCI/NH3) m/e 255 (M + H)+; 

»H NMR (DMSO-d 6 , 300 MHz) 5 7.27 (d, 2H), 7.26 (s, 1H), 6.67 (d, 2H), 5.57 (s, 2H), 4.91 
(t, 1H), 3.90 (m, 1H), 3.78 (m, 1H), 2.25 (m,.lH), 1.98 (m, 3H). 
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F.x am ple 357 

5 title compound, 
mp 160-162 °C; 

MS (DCI/NH3) m/e 395 (M + NH4) + ; o „ (J mnQ , (d 2m 

1 HNMR(DMSO-d 6 ,300MH Z )5ll.01(s,lH),8.80(s,lH), 8 .62(d, H),^3 d 2H) 

10 1.99 (m,3H). 

Tem ple 358 

M^^^Hdifl*^^ 

fln?rififfl inntinamide 



15 



20 



25 



30 



Pim ple 358A 

nsthxiiOzmstto^^ 

Toa 78 0 Csolutionoflithiumhex a methyldisilazide(2mL,2mmol) 1 n . 
tetrahyd^o^^ 

Ime^*^ 

by HPLC (sihca gel; acetone-hexanc, 20:80) provided the des,red product (0.18 g, 50% yi eld). 
MS (DCI/NH3) m/e 199 (M+NH4) + ; 

1 H NMR (DMSO-d 6 , 300 MHz) 6 7.64 (t. 1H). 6.84 (dd, 1H). 6.47 (dd, 1H). 5.45 (s, 1H), 
3.67 (s, 3H), 3.66 (s, 3H). 

Fpr pple 358B 

SVHnetMdH^T^^ . 

Condenir^^™ 
conditions previously described furmshed the hydroxypyrazole in 64 /„ y*l«L 

MS (DCI/NH3) m/e 302 (M+NH4) + ; 
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% NMR (DMSO-d 6 , 300 MHz) 8 8.34 (d, 2H), 8. 17 (d, 2H), 7. 
<bl, 1H), 5.22 (bs, 1H), 3.68 (bs, 3H). 



3 (bt, 1H), 6.87 (bl, 1H), 6.49 



Example VWC 

those .! he .^ U0 7 Cth0Xy ether was P-P-d «mg ablation conditions analogous «o 
those descnbed m the preparation of Example 322A in 59% yield 
MS(DCI/NH 3 )m/e335(M+H)+; ' 

^HNMR(DMSO-d 6l 300MHz) 8 8.49(d ) 2H),7.97(d,2H),7.64-7.16(UH) 725(t 1H) 
■0 6.78 (t, 1H), 6.48 (s, 1H) 6.42 (dd. 1H), 3.65 (s, 3H). 

Example 3SRF) 

TheJiline was prepare! Jing the Ion JlZZZllxT^Z in the 

15 preparationpf.322BJn 93% yield. noeainuie 
MS (DCI/NH3) m/e 305 (M+H)+; 

NMR (DMSO-d6, 300 MHz) 8 7.51-7.03 (t, 1H), 7.15 (d, 2H), 7.09 (t, 1H) 67(t 1H) 
6-63 (d, 2H), 6.3 (dd, 1H), 6.2 ( s , 1H), 5.33 (s, 2H), 3.63 (s, 3H). ' ' 

20 

Examp le 

^^^^ rP , H rrn - lll , imimlL1 _ 

fluorQisnnirntj nT1ni jH^ 

Example 358D Was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 

Mle compound^ ._ 

25 rop 135-136 °C; 

MS (DCI/NH3) m/e 428 (M+NH4)+; 

lH NMR (DMSO-d 6 , 300 MHz) 8 8.79 (s, 1H), 8.62 (d, 1H), 7.85 (d 2H) 7 74 ft Iffi 7 fi? 
2H). 7.17 (t, 1H), ,1-7,8 (t, 1H)) 6.74 ( t , 1H). 6.37 (dd, 1H), 634 (S^ 

30 

Examp le 
Examp le 
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* fr nr * e\ co c ill mmol) were combined in 

I rf oLic M m dried over MgSO. »d cor,c=n.r»ted » vacuo. The rcaoue « 

„ T H NMR ,DMSO-d6, 300 MHz) 6 8.42 (d, 2H>. 8.29 (s. M>, 7.99 (d. 2H). 7.80 (.. >H>, 7.42 

in p . M - A(k , n 906 E 3 89 mmol) were added and the 

n 27 27 mmol) and ammonium chloride (0.20o g, ^ mm > 
( g ' \L to reflux fori hour Upon cooling to room temperature, solvent was 

15 rem0VedinVaCU0 '.:r u ^ rdlnelutedwithSOfoacetoneinhexanesCv,). Fractions 

product as an off white solid (0.52 g, 48% overall yield). 
MS (DCI/NH3) m/e 292 (M+H)+. 

20 Fvam ple 359 

v. m « fnrvn 1H r g™'-' ■vn phenvn-3- flimroiSPnicotir^aude 
^^^^^^^gQ^ VrVfnrvlVl H-pvra zoi__^L-^_ - 

title compound. 
25 mp 172-174 °C; 

MS (DCI/NH3) m/e 415 (M+H) + ; im7R7M im 

T H L(DMS0^ 6 . 300 MHz, 8 8.77( ffl ..H).8.60(M. 1 H). 8.20 (m lH,.7.7 ( d.2H,. 

7.75 <m. M). 7.73 (m, IH), 7.63 (d, 2H). 7.35 (>. 1H), 6.89 <■». .H), 6.55 < S . 1H). 

Pim ple 360 

fln^jcnniynTinamide 
TFvam pIe 360A 
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ethyl 3-ri-methvl-17/ -pviTol-2-vn-3-oxopropanoate 
l-Methyl-2-pyrrolecarboxyhc acid (1.25 g, 10 mmol) was heated to reflux in thionyl 
chloride (10 mL) for 2 hours. The excess thionyl chloride was removed under vacuum. Ethyl 
malonate (2.64 g, 20 mmol) in tetrahydrofuran (50 mL, containing 1 mg of 2 t 2'-bipyridyl as 
5 an indicator) was cooled to -70 °C. n-Butyllithium ( 2.5 M solution in hexane) was added 
slowly until the pink color persisted for several minutes. After stirring for 5 minutes, 1- 
methyl-2-pyrrolecarboxylic acid chloride in tetrahydrofuran (6 mL) was then added dropwise . 
. The reaction was stiired at -70 °C for 30 minutes and slowly warmed to room temperature for 
2 hours. The reaction mixture was partitioned between ether and 1 N HC1. The organic layer 
10 was washed with saturated aqueous NaHC0 3 and brine, dried over Na^O, and concentrated to 
give the crude beta-ketoester (0.65 g, 33% yield). 
MS (DCI/NH3) m/e 213 (M+NH4)+; 

*H NMR (DMSO-d6, 300 MHz) 5 7.2 (t, 1H), 7.1 1 (dd, 1H), 6.15 (dd, 1H), 4.1 (q, 2H), 3.89 
(s, 2H), 3.84 (s, 3H), 1.18 (t,3H). 

Example 360B 

3-fl -methyl- lff-pyrrol-2-yl)- l-(4-nitrophenylM//-pyrazol-5-ol 
Condensation of of the beta-ketoester prepared above with p-nitrophenyl hydrazine 
using conditions previously described furnished the hydroxypyrazole in 44% yield. 
20 MS (DCI/NH3) m/e 302 (M+NH4)+; 

*H NMR (DMSO-d6, 300 MHz) 5 8.34 (d, 2H), 8.17 (bd, 2H), 6.85 (bs, 1H), 6.49 (bs, 1H), 
6.04 (bs, 1H), 5.8 (bs, 1H), 3.95 (bs, 3H). 

T Example 3$QC 

25 5-(difluoromethoxyV3-( l-methyl-lg-pyrrol-2-yn-l-r4-nitrophenylVlff-pyrazole 

The difluoromethoxy ether was prepared using alkylation conditions analogous to 
those described in the preparation of Example 322A in 23% yield. 
MS (DCI/NH3) m/e 335 (M+H)+; 

*H NMR (DMSO-d6, 300 MHz) 5 8.4 (d, 2H), 8.1 (d, 2H), 7.68-7.2 (t, 1H), 6.9 (t, 1H), 6.63 
30 (s, 1H), 6.48 (dd, 1H) 6.08 (dd, 1H), 3.96 (s, 3H). 

Example 360D 

4-f5-(difluoromethoxy V3-f 1 -methyl- 1 f/-pyrrol-2-yn- 1 rt-pyrazol- 1-yll aniline 
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The aniline was prepared using the iron powder reduction conditions described in the 
preparation of 322B in quantitative yield. 

MS (DCI/NH3) mfc 305 (M+H)+; r • g 

1 H NMR (DMSO-d 6 , 300 MHz) 5 7.66-7.18 (t, 1H), 7.2 (d, 2H). 6.8 (t, 1H), 6.64 (d, 2H), 

(dd, 1H), 6.36 (s, 1H), 6.03 (dd, 1H), 5.39 (s, 2H). 3.87 (s, 3H). 

Exam ple 360 

iHHH dif ra ^^ 

fliinrmsonfrnrinamide 
Example 360D was processed as in Example (i)-a (Method 5, 6, or 7) to provide the 

title compound, 
mp 154-155 °C; 

MS (DCI/NH3) m/e 428 (M+NH4) + ; ?4 
1 H NMR (DMSO-d 6 , 300 MHz) 5 10.9 (s, 1H), 8.8 (s, 1H). 8.62 (d, 1H), 7.87 (d H), W 

( UHuU,2H),-7,^ 
3.92 (s, 3H). 
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5VHAT IS CLAIMED IS: 

1. A compound having Formula I * 

L .N— Q — E 
R I N R 
I 

or a pharmaceutically acceptable salt or prodrug thereof, where 
Rl and R3 are independently selected from 

(1) hydrogen, 

(2) aryl, 

(3) perfluoroalkyl of one to fifteen carbons, 

(4) halo, 

- (5) ' --CN,~ 

(6) -N0 2 , 

(7) -OH, 

(8) -OG where G is a hydroxyl protecting group, 

(9) -CO2R6 where R^ is selected from 

(a) hydrogen, 

(b) cycloalkyl of three to twelve carbons, 

(c) aryl, 

(d) aryl substituted with 1, 2 L 3,4, or 5 substituents independently- ■ 
' selected from 

(i) alkyl of one to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) halo, 

(v) -NO2, and 

(vi) -N 3 , 

(e) a carboxy protecting group, 
(0 alkyl of one to fifteen carbons, 

(g) alkyl of one to fifteen carbons substituted with 1, 2, or 3, or 4 



WO 99/51580 



PCT/US99/07766 



30 



35 



40 



45 



50 



55 



60 



substituents independently selected from 

(i) alkoxy of one to fifteen carbons, 

(ii) thioalkoxy of one to fifteen carbons, 

(iii) aryl, 

(iv) aryl substituted with 1, 2, 3, 4, or 5 substituents 

independently selected from 
alkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

and 

-N 3 , 

(v) cycloalkyl of three to twelve carbons, and 

(vi) halo, 

- (h) - alkenyl of three to fifteen carbons, 

provided that a carbon of a carbon-carbon double bond is not 
attached directly to oxygen, 
(i) alkynyl of three to fifteen carbons, 

provided that a carbon of a carbon-carbon triple bond is not 
attached directly to oxygen, and 
(j) cycloalkyl of three to twelve carbons, 
(10) -L1NR7R8 where Li is selected from 

(a) a covalent bond, 

(b) -X'C(X)- where X and X are independently O or S, 

(c) -C(X)-, and 

(d) -NR6- and 

R 7 and Rg are independently selected from 

(a) hydrogen, 

(b) alkanoyl where the alkyl part is one to fifteen carbons, 

(c) alkoxycarbonyl where the alkyl part is one to fifteen carbons, 

(d) alkoxycarbonyl where the alkyl part is one to fifteen carbons and 

is substituted with 1 or 2 substituents selected from the group 

consisting of aryl, 

(e) cycloalkyl of three to twelve carbons, . 
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(f) aryl, 

65 (g) aryl substituted with 1, 2, 3, 4, or 5 substituents independently 

selected from 

(i) alkyi of one to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioaikoxy of one to fifteen carbons, 
70 (iv) halo, 

(v) -N0 2 , and 

(vi) -N 3 , 

(h) -OR 6 , 

provided that only one- of R7 or Rs is -ORtf, 
75 (i) a nitrogen protecting group, 

(j) alkyl of one to fifteen carbons, 

(k) alkyl of one to fifteen carbons substituted with 1 , 2, or 3, or 4 
. - - - substituents independently selected from 

(i) alkoxy of one to fifteen carbons, 
80 (ii) thioaikoxy of one to fifteen carbons, 

(iii) aryl, 

(iv) aryl substituted with 1, 2, 3, 4, or 5 substituents 

independently selected from 

alkyl of one to fifteen carbons, 
85 alkoxy of one to fifteen carbons, 

thioaikoxy of one to fifteen carbons, 
_ - - - - - - — - — - ~ " ~ ~"~halo7 

-NO2, and 

-N3, 

90 (v) cycloalkyl of three to fifteen carbons, 

(vi) halo, 

(vii) -C0 2 R6> and 

(viii) -OH, 

(1) alkenyl of three to fifteen carbons, 
95 provided that a carbon of a carbon-carbon double bond is not 

attached directly to nitrogen, 
(m) alkynyl of three to fifteen carbons, 
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100 



105 



110 



provided that a carbon of a carbon-carbon triple bond is not 
attached directly to nitrogen, 
(n) -S02-alkyl. and 

(o) cycloalkyl of three to twelve carbons, or 
R 7 and R 8 together with the nitrogen atom to which they are attached 
form a ring selected from 

(i) aziridine, 

(ii) azetidine, 

(iii) pyrrolidine, 

(iv) piperidine, 

(v) piperazine, - 

(vi) morpholine, 

(vii) thiomorpholine, and 

(viii) thiomorpholine sulfone 

. - where (i)-(viii) can be optionally substituted with 1, 2, or 3 substituents 
selected from the group consisting of alkyl of one to fifteen 
carbons, 

U5 (ii) -L2R9 where L 2 is selected from 

(a) -Li-, 

(b) -0-,and 

(c) -S(0)t- where t is 0, 1 , or 2 and 
R9 is selected from 

(a) cycloalkyl of three to twelve carbons, 

(c) aryl substituted with 1, 2, 3, 4, or 5 substituents independently 
selected from 

(i) alkyl of one to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) halo, 

(v) -NO2, and 

(vi) -N 3 , 

(d) alkyl of one to fifteen carbons, 

(e) heterocycle, 



120 



125 



130 
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.(f) alkenyl of two to fifteen carbons, and 
(e) alkyl of one to fifteen carbons substituted with 1, 2, or 3, or 4 
substituents independently selected from 

(i) alkenyl of two to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) -CN, 

(iv) -C0 2 R 6l 

(v) -OH, 

provided that no two -OH groups are attached to the 
same carbon, 

(vi) thioalkoxy of one to fifteen carbons, 

(vii) alkynyi of two to fifteen carbons, 

(viii) aiyl, 

(ix) aiyi substituted with 1, 2, 3, 4, or 5 substituents 

independently selected from 
alkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-N0 2 , and 
-N 3 , 

(x) cycloalkyl of three to twelve carbons, and 

(xi) halo, 

(xii) - -NR 7 Rsr 

(xiii) heterocycie, and 

(xiv) heterocycie substituted with 1, 2, or 3, or 4 substituents 

independently selected from 
alkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-NO2. and 

(12) alkyl of one to fifteen carbons^bstituted with 1 , 2, 3, 4, or 5 halo substituents, 
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( 1 3) alkyl of one to fifteen carbons, 

(14) alkenyl of two to fifteen carbons, 

(15) alky nyl of two to fifteen carbons 

where (13)-(15) can be optionally substituted with 

( a) (=X)l 

(b) alkanoyloxy where the alkyl part is one to fifteen carbons, 

(c) alkoxy of one to fifteen carbons, 

(d) alkoxy of one to fifteen carbons substituted with 1, 2, 3, 4, or 5 substituents 

selected from the group consisting of halo, 

(e) thioalkoxy of one to fifteen carbons, 

(f) perfluoroalkoxy of one to fifteen carbons, 

(g) -N 3 , 

(h) -NO2, 

(i) -CN, 
(j) - - -OH, 
(k) -OG 

(1) cycloalkyl of three to twelve carbons, 

(m) halo, 

(n) -C0 2 R6> 

(0) -LiNR7R8> an d 

(p) -L 2 R 9 , 

(16) -L 2 -heterocycle, and 

(17) -L 2 -hete ro cycle where the heterocycle is substituted with 1, 2, 3 or 4 

substituents independently selected from 

(a) alkyl of one to fifteen carbons, 

(b) perfluoroalkyi of one to fifteen carbons, 

(c) alkoxy of one to fifteen carbons, 

(d) thioalkoxy of one to fifteen carbons, 

(e) halo, and 

(f) -N0 2 , 

(18) -NR X C(0)NR Y Rz where R x . R Y and R Z are independently selected from 

(a) hydrogen and 

(b) alkyl of one to fifteen carbons, 

(19 ) -C(=NRx)NRyRz, 
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(20) -NRxC(=NRxONRyR z where R x , R y and R 2 are defined previously and R x 

is selected from 

(a) hydrogen and 

(b) aJkyl of one to fifteen carbons, 

(21) -NR X C(0)0R W , where R w is selected from ' 

(a) alkyl of one to fifteen carbons and 

(b) alkenyl of three to Fifteen carbons, 

provided that a carbon of a carbon-carbon double bond is not attached 
directly to oxygen, and 

(22) -OC(0)NR 7 R 8; 

Z is nitrogen or carbon; 

R2 is absent or is selected from 

(1) - -hydrogen, 

(2) -C0 2 R 6 , 

(3) alkyl of one to fifteen carbons, 

(4) -C(0)R 6 . where R^ is selected from 
(a) alkyl of one to fifteen carbons, 
(t>) aryl, and 

(c) heterocycle, 

(5) -C(0)NR r R 8 . where R 7 and Rg. are independently selected from 
(a) hydrogen, 

(br - alkyl of oneTo "fifteen"carbons f or 

Rt and Rg. together with the nitrogen to which they are attached form a ring 
selected from 

(i) piperidine, 

(ii) piperazine, 

(iii) morpholine, 

(iv) thiomorpholine, and 

(v) thiomorpholine sulfone 

(6) perfluoroalkyl of one to fifteen carbons, 

(7) cycloalkyl of three to ten carbons, 

(8) alkyl of one to fifteen carbons^substituted with 1, 2, 3, 4, or 5 substituents 



WO 99/51580 



PCT/US99/07766 



selected from the group conststing of halo, 
235 (9) alkyl of one to fifteen carbons substituted with 

(a) -CN, 

(b) -OH, 

provided that no two -OH groups are attached to the same carbon, 

(c) (=X), and 

(d) -C0 2 R6, and 



240 



245 



(10) halogen; 

provided that when X is nitrogen, R2 is absent; 

Q is aryl or heterocycle where, when-Q is phenyl, the phenyl is 2-, 3-, or 4- substituted 
by E relative to the position of attachment of the pyrazole or 1,2,4-toiazole ring 
to the phenyl ring; 



R4 and R5 axe independently selected from 
(1) hydrogen, 
2 5 o (2) alkyl of one to fifteen carbons, 

(3) alkyl of one to fifteen carbons substituted with 1, 2, 3, 4, or 5 halo substituents, 

(4) alkyl of one to fifteen carbons substituted with 

(a) -CN, 

(b) -C0 2 R6, 

255 (c) -L1NR7R8, and 

(d) -L2R9, 

(5) perfluoroalkyl of one to fifteen carbons, 

(6) -CN, 

(7) -CO2R6, 

260 (8) -L1NR7R8, ■ 

(9) -L2R9, 

( 1 0) alkoxy of one to fifteen carbons, 

(11) thioalkoxy of one to fifteen carbons, 

(12) halo, 

265 (13) -C(=NR 6 )NR 7 R8, 

( 14) -NR 12 (=NR6)NR 7 R8 where R6, R7. and R 8 axe defined previously and R 12 is 

selected from 
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(a) hydrogen, 

(b) cycloalkyl of three to twelve carbons, 

(c) aryl, 

(d) alkyl of one to fifteen carbons, and 

(e) alkyl of one to fifteen carbons substituted with 1 , 2, or 3, or 4 

substituents independently selected from 

(i) alkenyl of two to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) alkynyl of two to fifteen carbons, and 

(v) aryl, - 

( 1 5) -L2-heterocy cle, and 

(16) -L 2 -heterocycle where the heterocycle is substituted with 1, 2, 3, or 4 

substituents independently selected from 
- (a) alkyl of one to fifteen carbons, 

(b) perfluoroalkyl of one to fifteen carbons, 

(c) alkoxy of one to fifteen carbons, 

(d) thioalkoxy of one to fifteen carbons, 

(e) halo, 

(0 -N 3 , and 
(g) -NO2; 



(1)_ - -L3-B where L3 is selected from 



(a) 


a covalent bond, 


(b) 


aJkenyJene of two to six carbons in the Z or E configuration, 


(c) 


aikynylene of two to six carbons, 


(d) 


-C(X)-, 


(e) 


-N=N-, 


(0 


-NR7-, 


(g) 


-N(R 7 )C(0)N(R 8 )-, 


(h) 


-N(R 7 )S0 2 N(R g )-, 


(i) 


-X-, 


G) 


-(CH 2 ) m O-, 
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(k) -0(CH 2 ) m -; 
(1) -N(R 7 )C(X)-, 
(m) -C(X)Ni(R 7 )-, 
305 (n) -S(0) t (CH 2 )m-, 

(o) -(CH 2 ) m S(0) r , 
(p) -NR 7 (CH 2 ) m -, 
(q) -(CH 2 ) m NR 7 -, 
(r) -NR 7 S(0) r , 
' 310 (s) -S(0) t NR 7 -, 

(t) -N=C(H)-, 
(u) -C(H)=N-, 
(v) -ON=CH-, 
(w) -CH=NO- 

315 where (g)-(w) are drawn with their left ends attached to Q, 

, ... (x) . -N(R 7 )C(0)N(Rio)(Ri i)- where Rio and Ri i together with the nitrogen 
atom to which they are attached form a ring selected from 

(i) morpholine, 

(ii) thiomorpholine, 

320 (iii) thiomoipholine sulfone, and 

(iv) piperidine 

where (i)-(iv) are attached to Q through the nitrogen to which is 
attached R 7 and to B through a carbon in the ring, 
(y) -N(R 7 )SO 2 N(R l0 XRllK and 
325 (z) -N(R 7 )C(O)N(Ri 0 )(Ri l)- and 

B is selected from 

(a) alkyl of one to fifteen carbons, 

(b) alkenyl of three to fifteen carbons in the E or Z configuration, 
provided that a carbon of a carbon-carbon double bond is not directly 

330 attached to L3 when L3 is other than a covalent bond, 

(c) alkynyl of three to fifteen carbons, 

provided that a carbon of a carbon-carbon triple bond is not directly 
attached to L3 when L3 is other than a covalent bond 
where (a), (b) and (c), can be optionally substituted with 1, 2, 3, or 4 
335 substituents independently selected from 
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^ where L2 is defined previously and Ra, Rb, 
Rc> Rd. and Re ^ independently selected from 
hydrogen, 

alkanoyl where the alkyl part is one to fifteen carbons, 
alkanoyloxy where the alkyl pan is one to fifteen 

carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
alkoxy of one to fifteen carbons substituted with 1, 2, 3, 

4, or 5 substituents selected from the group 

consisting of halo , 
perfluoroalkyl of one to fifteen carbons, 
perfluoroalkoxy of one to fifteen carbons, 
-N 3 , 
-N0 2 , 
-CN, 
-OH, 
-OG, 

cycloalkyl of three to fifteen carbons, 
halo, 
-C0 2 R6" 
-L 1 NR 7 R 8 
-L 2 R 9 

alkyl of one to fifteen carbons, 

alkyl of one to fifteen carbons substituted with 1, 2, 3, 4, 
or 5 substituents independently selected from 
(=X), 

alkanoyloxy where the alkyl part is one to fifteen 

carbons, 
alkoxy of one to fifteen carbons, 
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370 



375 



frioalkoxy of one to fifteen carbons, 
alkoxy of one to fifteen carbons substituted with 
; 1, 2, 3,4, or 5 halo.substituents, 

perfluoroalkoxy of one to fifteen carbons, 
-N 3 , 
-N0 2 , 
-CN, 
-OH, 

provided that no two -OH groups are attached to 

the same carbon, 
-OG, 

cycloalkyl of three to fifteen carbons, 

halo, 

-C0 2 R6> 

380 . - - - -L1NR7R8, and 

-L2R9, 
-L 2 -heterocycie, and 

-L2-heterocycle where the heterocycle is substituted 
with 

1, 2, 3, or 4 substituents independently 
selected from 

alkyl of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-NR x C(0)NR Y Rz> 
-C(^NRX)R Y Rz» 
-N0 2 , and 

(ii) (=X) 

(iii) alkanoyloxy where the alkyl part is one to fifteen carbons, 

(iv) alkoxy of one to fifteen carbons, 

(v) alkoxy of one to fifteen carbons substituted with 1 , 2, 3, 4, or 5 



385 



390 



395 
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substituents selected from the group consisting of halo, 

(vi) thioalkoxy of one to fifteen carbons, 

(vii) perfluoroalkoxy of one to fifteen carbons, 

(viii) -N 7 3, 

(ix) -N0 2 , 

(x) -CN t 

(xi) -OH, 

provided that no two -OH groups are attached to the same 
carbon, 

(xii) -OG, 

(xiii) cycloalkyl of three to fifteen carbons, 

(xiv) halo, 

(xv) -CO2R6, 

(xvi) -L1NR7R8, 

(xvii) perfluoroalkyl of one to fifteen carbons, 

(xviii) -L2-heterocycle, and 

(xix) -L2-heterocycle where the heterocycle is substituted with 1, 2, 

3, or 4 substituents independently selected from 
(=X), 

alkanoyl where the alkyl part is one to fifteen carbons, 
alkanoyloxy where the alkyl part is one to fifteen 

carbons, 
alkoxy of one to fifteen carbons, 
_ alkoxy of one to fifteen carbons substituted with 1, 2; 3," 

4, or 5 substituents selected from the group 

consisting of halo , 
thioalkoxy of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
perfluoroalkoxy of one to fifteen carbons, 
-N 3 , 
-N0 2 , 
-CN, 
-OH, 

provided that no two -OH groups are attached to the 
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435 



440 



same carbon, 

-OG, 

cycloalkyl of three to fifteen carbons, 
halo, 
-C0 2 R6. 
-L1NR7R8, and 
-L2R9, 

(d) cycloalkyl of three to twelve carbons, 

(e) cycloalkenyl of four to twelve carbons, 

provided that a carbon of a carbon-carbon-double bond is not attached 
directly to L3 when L3 is other than a covalent bond 
445 where (d) and (e) can be optionally substituted with 1 , 2, 3, 4, or 5 substituents 

independently selected from 
(i) alkyl of one to fifteen carbons, 
- (ii) aryl, 

(iii) alkoxy of one to fifteen carbons, 
450 (iv) thioalkoxy of one to fifteen carbons, 

(v) halo, 

(vi) -OH, 

provided that no two -OH groups are attached to the same 
carbon, 

455 (vii) oxo, 

(viii) perfluoroalkyl, 

(ix) heterocycle, and 

(x) heterocycle substituted with 1 , 2, 3, 4, or 5 substituents 

independently selected from 
alkyl of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

465 - N °2> 

-N 3 , 



460 



-248- 



PCT/US99/07766 




provided that when R\ and R3 are both perfluoroalkyl of one carbon, Z 
is carbon, R2 is hydrogen, Q is phenyl that is 4-substituted by E 

relative to the position of attachment of the pyrazole ring to the 
phenyl group, R4 and R5 are hydrogen, E is -L3-B, L3 is 
-N(R7)C(X)-, R7 is hydrogen, X is oxygen, and Ra, Rb> Rd» 
and Re are hydrogen, Rc is other than chloro, and 
heterocycle where the beterocycle can be optionally substituted with 1, 
2, 3, or 4 substituents independently selected from 

(i) (=X), 

(ii) alkanoyl where the alkyl part is one to fifteen carbons, 

(iii) alkanoyloxy where the alkyl part is one to fifteen 

carbons, 

(iv) alkoxy of one to fifteen carbons, 

(v) alkoxy of one to fifteen carbons substituted with 1,2,3, 

4, or 5 substituents selected from the group 
consisting of halo, 

(vi) halo , 

(vii) thioalkoxy of one to fifteen carbons, 

(viii) perfluoroalkyl of one to fifteen carbons, 
"~ ~ (ix) ~ perfluoroalkoxyof one to fifteen carbons, 

(x) -N 3 , 

(xi) -N0 2 , 

(xii) -CN, 

(xiii) -OH, 

provided that no two -OH groups are attached to the 
same carbon, 

(xiv) -OG, 

(xv) cycloalkyl of three to fifteen carbons, 

(xvi) halo, 
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500 



505 



510 



515 



(xvii) -C0 2 R6, 

(xviii) alkyl optionally substituted with -OH, 

(xix) -L1NR7R8, and 

(xx) -L2R9, 

provided that when Rj and R3 are perfluoroalkyl of one carbon, 
Z is carbon, R 2 is hydrogen, Q is phenyl that is 4- 
substituted by E relative to the position of attachment of 
the pyrazole ring to the phenyl group, R4 and R5 are 
hydrogen, E is -L3-B, L 3 is -N(R 7 )C(X)-, R7 is 
hydrogen, X is oxygen, and B is a 1,2,3-thiadiazolyl ring 
attached to L3 through the 5-position of the ring, the 
substituent at the 4-position of the 1,2,3-thiadiazolyl ring 
is other than alkyl of one carbon, and 

further provided that when Ri and R3 are perfluoroalkyl of one 
carbon, Z is carbon, R 2 is hydrogen, Q is phenyl that is 
4-substituted by E relative to the position of attachment 
of the pyrazole ring to the phenyl group, R4 and R5 are 
hydrogen, E is -L 3 -B, L 3 is -N(R 7 )C(X)-, R 7 is 
hydrogen, X is oxygen, and B is an isoxazole ring 
attached to L3 through the 4-position of the ring, the 
substituents at the 3- and 5- positions of the isoxazole 
ring are not both alkyl of one carbon or 



"V 



R 13 
R 14 



520 (2) O where R J3 and R14 are independently selected from 

(a) hydrogen, 

(b) alkyl of one to fifteen carbons, 

(c) alkenyl of three to fifteen carbons in the E or Z configuration, 
provided that a carbon of a carbon-carbon double bond is not attached 

525 directly to the C(=0) group, 

(d) alkynyl of three to fifteen carbons, 

provided that a a carbon-carbon triple bond is not directly attached to 
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the C(=0) group 

where (b), (c), and (d) can be optionally substituted with 1, 2, 3, or 4 

530 substituents independently selected from 

.Rb 

(i) Re 

(ii) (=X), 

(iii) alkanoyloxy where the alkyl part is one to fifteen carbons, 

(iv) alkoxy of one to fifteen carbons, 

535 (v) alkoxy of one to fifteen carbons substituted with 1 , 2, 3, 4, or 5 

substituents selected from the group consisting of halo, 

(vi) thioalkoxy of one to fifteen carbons, 

(vii) perfluoroalkoxy of one to fifteen carbons, 
. - . . „ _ (viii) -N 3 , 

540 (ix) -N0 2> 

(x) -CN, 

(xi) -OH, 

provided that no two -OH groups are attached to the same carbon, 

(xii) -OG, 

545 (xiii) cycloalkyl of three to fifteen carbons, 

(xiv) halo, 

(xv) -C0 2 R6, 

(xvi^-L^NI^Rs, 

(xvii) perfluoroalkyl of one to fifteen carbons, 
550 (xviii) -L2-heterocycle, and 

(xix) -L2-heterocycle where the heterocycle is substituted with 1, 2, 
3, or 4 substituents independently selected from 
(=X), 

alkanoyl where the alkyl part is one to fifteen carbons,. 
555 alkanoyloxy where the alkyl part is one to fifteen 

carbons, 
alkoxy of one to fifteen carbons, 
alkoxy of one to fifteen carbons substituted with 1, 2, 3, 



-251- 



WO 99/51580 



PCT/US99/07766 



565 



570 



4, or 5 substituents selected from the group 
560 consisting of halo, 

thioalkoxy of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
perfluoroalkoxy of one to fifteen carbons, 
-N 3 , 
-NO* 
-CN, 
-OH, 

provided that no two -OH groups are attached to the 
.same carbon, 

-OG, 

cycloalkyl of three to fifteen carbons, 
halo, 
-CO2R6, 
-L1NR7R8, 
-L2R9, 

(e) cycloalkyl of three to twelve carbons, 

(f) cycloalkenyl of four to twelve carbons, 
provided that a carbon of a carbon-carbon double bond is not attached 

directly to the C(=0) group 
where (e) and (f) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

(i) alkyl of one to fifteen carbons, 

(ii) aryl, 

(iii) alkoxy of one to fifteen carbons, 
585 (iv) thioalkoxy of one to fifteen carbons, 

(v) halo, 

(vi) -OH, 

provided that no two -OH groups aTe attached to the same 
carbon, 

590 (vii) heterocycle, and 

(viii) heterocycle substituted with 1, 2, 3, 4, or 5 substituents 
independendy selected from 



575 



580 
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alkyl of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-NO2, and 
-N 3 , 

(g) heterocycie, and 

(b) heterocycle substituted with 1, 2, 3, or 4 substituents independently 
selected from 

(i) (=X), . 

(ii) alkanoyl where the alkyl part is one to fifteen carbons, 

(iii) alkanoyloxy where the alkyl part is one to fifteen 

carbons, 

(iv) alkoxy of one to fifteen carbons, 

(v) alkoxy of one to fifteen carbons substituted with 1, 2, 3, 

4, or 5 substituents selected from the group 
consisting of halo, 

(vi) thioalkoxy of one to fifteen carbons, 

(vii) perfluoroalkyl of one to fifteen carbons, 

(viii) perfluoroalkoxy of one to fifteen carbons, 
Ox) -N 3 , 

(x) -N0 2 , 

(xi)- --CN,- 

(xii) -OH, 

provided that no two -OH groups are attached to the 
same carbon, 

(xiii) -OG, 

(xiv) cycloalkyl of three to fifteen carbons, 

(xv) halo, 

(xvi) -C0 2 R6, 

(xvii) -LiNR 7 R 8 , 

(xviii) -L2R9, 

provided that at least one of R13 and R14 is other than hydrogen, or 
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R 13 and R l4 together with the nitrogen to which they are attached form a ring 
selected from 

(a) succinimidyl, 

(b) maleimidyl, 

(c) glutarimidyl, 

(d) phthalimidyl, 

(e) naphthalimidyl, 



o 
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(m) CH * 

where (a)-(m) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 



.. 645 



selected from 
halo and 
-L 2 R 9 - 



2. 



A compound according to Claim 1 of Formula 




R ? , R 3 R4 



or a pharmaceutically acceptable salt or prodrug thereof, where 
5 Z is carbon, R2 is hydrogen, and R p R 3 , R 4 , R 5 , and E are defined above. 

3. A compound according to Claim 2 where Ri is perfluoroalkyl of one to fifteen carbons 
and R4 and R5 are hydrogen. 

4. A compound according to Claim 3 where L 3 is -N(R 7 )C(X)-, R7 is hydrogen, and 
W is 0. 



5. A compound according to Claim 4 selected from 

N-[4-[3 ) 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-cyclopropanecarboxarm 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,2,3,3- 
tetramethylcyclopropanccarboxamide, 
5 N-[4- [3 , 5-bis(trifluoromethyl)- lH-pyrazol- 1 -y l]pheny l]-2,2-dichloro- 1 - 

methylcyclopropanecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyr^^ 
carboxamide, 
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N-[4-[3,5-bis(trifl^^ 
carboxamide, 

N-[4-[3,5-bis(trifluoroniethyl)- lH-pyrazol- 1 -yl]phenyl]-2- 

metbylcyclopropanecarboxamide, 

N _[4-[3,5-bis(trifluoromethylH 

furancarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l-methyI-^^ 

carboxamide, 

N^4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl3-l-cyclopen 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyi)-lH-pyrazoH-yl]phenyl]-3- 

methoxycyclohexanecarboxamide, 

N44-[3,5-bis(trifluoromethyl)-lH-pyra2ol^-yl]phenyl]-2-butynami 

N -[4-[3,5-bis(trifluoromethyl)-lH-pyrd2ol-l-yl]phenyl]-3-furan^ 
N4443!5-bis(trmuoromethyl)-lH-pyrazol4-yl]phenyl]-2-me% 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l-yl]phenyl]-l- 
hydroxycyclopropanecarboxamide, 

N-[4[3,5-bis(trifluoromethylH^^ 

N-[443,5-bis(trifIuoromethyl)-lH-pyrazol-l-yl]phenyl]-2-benzofur^^ 

N-[443,5-bis(trifluoromethyl)-lH^^ 

carboxamide, 

(E)-N-[4-[3,5-bis(trifluo^ 

propenamide, 

2-benzoyl-N-[4-[3,5-bis(trifluoromethyl)-lH-pyimol-l-yl]phenyl]benzamide > 
3a(S)-(3aa,4|i,6aa)-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]- 
phenyl]hexahydro-2-oxo-lH-thieno[3,4-d]imidazole-4-pentanamide, 

N-[4-[3,5-bis(trifluoromethy])-lH-pyrazol-l-yl]phcnyl]-3-iodobenzamide, 
e xo-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]bicyclo[2.2.1]hept-5-en. 

2-carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-methylcyclo- 

hexanecarboxamide, 

(R)-phenylmethyl[l-[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l- 

yl]phenyl]amino]carbonyl]propyl]carbamate, 
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N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-cyclohexene-l- 
carboxamide, 

N-[4-[3,5-bis(trmuorome%l)-lH-pyrazol-l-yl]phenyI]-l-methylcyclopropane- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yJ]phenyl]-5-methyl-2-thiophene- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-p3aazoIM-yl] P henyl]^-(lH-pyrrol-l-y])benzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-7-methoxy-2-benzofuran- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l-yl]phenyl]-3^hydrt)xyinethyl)ben2aniide 1 
N-^fS.S-bisCtrifluoromethy^-lH-pyrazol-l-yllphenyll^-cyanoacetaniide, 

N-[4-[3,5-bis(trifluoromethy])-lH-pyrazol-l-yl]pheny]]-2-cyclohexane-l- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethy])-lH-pyrazol-l-yl]phenyl]-4-methylcyciohexane- 
carboxamide, 

(R)-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]pheny]]-a-methoxy-a- 
(trifluoromethyl)benzeneacetamide, 

N-[4-[3,5-bis(trifluoromcthyl)-lH-pyrazol-l-yl]phenyl]heptanamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-phenoxybenzamide, 

S-Amino-N-^-p^-bisftrifluoromethyO-lH-pyrazol-l-yllphenyllbenzamide, 

4-Amino-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]benzamide > 

4-Azido-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]benzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-y]]-2-thiopheneacetamide, 

N^[3,5-bis(trifluoromethyl)-l-H-pyrazol-l-yl]phenyl]-btricyclo[3.3.1.i3r7].- 

decanecarboxmide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-ylJphenyl]-N2-[(i,i-dimethylethoxy)- 
carbonyl]-L-asparagine, phenylmethyl ester, 

1,1-dimethylethyl [7-[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]amino]- 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyI]-3-(rnethylthio)propanamide, 

N-[4-[3,5-bis(trifluoromethyl)4H-pyrazo]-l-yl]phenyl]-l-naph%Ienecarboxamide 1 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazo]-l-yl]phenyl]-4-cyanobenzamide, 

(trans)-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-phenyl- 
cyclopropanecarboxamide, 

N-[443,5-bis(trifluorornethyl)-lH-pyrazol-l-yl]phenyl]-4-iodobenzarnide, 
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N-^p^bisCtrmuoromethyD-lH-pyrazol-l-yllphenyll-S-chloropropanamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-methoxybenzamide, 
N-[4-[3,5-bis(trifluoromethyl)4H-pymol-l-yl]phenyl]-2-eUiylhexanamide, 
N-[4-[3',5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-hydroxybenzamide, 
80 N . [ 4.[3 ) 5-bis(trifluoromethyl)-lH-pyra Z ol-l-yl]phenyl]-4-(hexyloxy)benzamide, 
N-[4-[3,5-bis(trifluoromethyl)4H-pyrazol-l-yl]phenyl]0-metfaylbenzamide, 
2-(acetyloxy)-N-[4-[3,5-bis(trifluorome%l)-lH-pyrazol-l-yl]phenyl]benzamide, 
N-[4-[34-bis(trifluororaethyl)-lH-pyrazol-l-yl]phenyl]-2,4,6-trimethylbenzam^ 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l-methyl-5-nitro-lH- 

85 pyrazole-4-carboxamide, 

N-[4-[3^-bis(trifluoromethyl)-lH-pyiazol-l-yl]phenyl]-4-bromobenzamide. 

N-[4-[3>bis(trifluoromethyl)-lH-py^ 

N-[4-[3>bis(trifluoromethylHH-py^ 

N-[4-l3,5-bis(trifluoromethyl)-l^ 
90 . . N.^tS.S-bisCtrifluoromethyD-lH-pyrazol-l-yljphenyl^fluorobenzainide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pFazol-l-yl] P henyl]-2^hlorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl] P henyl]benzamide, 

N-^ts'.S-bisCtrifluoromethyO-lH-pyrazol-l-yllphenyll^nittobenzamide, 

N44-[3 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-methylb e nzamide, 

95 N -[4-[3.5-bis(triflno^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]cyclopcntancpropana m ide, 

N-^p.S-bisCtrifluoronicthy^-lH-pyrazol^-yllphenyll-^methylbenzaiiude, 

N-^IS.S-bisCtrifluoromethyO-lH-pyrazol-l-yllphenyll-SKtrifluoromethy^benzamide, 

N-^tS.S-bisCtrifluoromethyO-lH-pyrazol-l-ylJphenyll-S-methyl^-butenamide, 

loo N-^lS.S-bisCtrifluoromethyO-lH-pyrazol-l-yllphenyll^-hydroxybenzamide, 

N-^lS^-bisCtrifluoromethyD-lH-pyrazol-l-yllphenyll-S-hydroxybenzamide, 

N44-[3,5-bis(trifluoromcthyl)-lH-pyrazol-l-yl]phenyl]-2,4-dimethyl-5-thiazole- 

carboxamide, 

N-[4-[3 5-bis(trifluoroniethyl)-lH-pyrazol-l-yl]phenyl]-3-pyridinecarboxamide, 
105 N . [ 4-[3 5-bi S (trifluoromethyl)-lH-pyrazol-l-yl]phenyl]^(hydr 0 xymethyl)benzamide, 

N-^tS.S-bisCtrifluoromethyO-lH-pyiazol-l-yllphcnyll-A-Cmethylsulfony^benzanude, 
N-[4-[3 1 5-bis(trifluoromethyl)-lH-pyrazol-1-yl]phenyl]-2-iodobenzamid e , 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenylH-heptybenzamide, 
N-[443,5-bis(trinuoromethyl)-lH-p> : mol-l-yl]phenyl]-2-furancarboxamide, 
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N-[4-[3,5-bis(trifluorometfayl)-lH-pyrazol-l-yl]phenyI]-2-fluorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l-yl]phenyl]-N'-methyl-l,2-benzene- 
dicarboxamide, 

N-[4^3,5-bis(trifluoromethyl)-lH-py^^ 

N-H-P.S-bisCtrifluorome^^-lH-pyrazolM-yljphenylJ^hlor^-nitrobenzamide, 
N-[4-[3,5-bis(trifluororaethyl)-lH-pyrazol-l-yl]phenyl]^cinnolinecarboxami 
4-acetyl-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]benzamide, 
1,1-dimethyIethyl 4-[[[4-P,5-bis(trifluoromethy])-lH-pyrazo]-l-yl]phenyl]- 
amino]carbonyl]- 1-piperidinecarboxylate, 

N-^P.S-bisCtrifluoromethyO-lH-pyrazol-l-yllphenyll^-pyridinecarboxamide, 

N-[4-[3,5-bis(trif]uoromethyl)-lH-pyrazol-l-yl]pbfinyl]^(diethylamino)benzainide 1 

N44-[3,5-bis(trifluorome%l)-lH-pymol-l-y]]phenyl]cyclopentanecarboxmide, 

N-^fS^-bisCtrinuoromethyJJ-lH-pyrazol-l-ylJphenyljcycIohexanecarboxnude, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]^-pipericUnccarboxamide, 

N-[4r[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-(methylsuIfonyl)benzamide > 

N-^-p.S-bisCtrffluoromc^^-lH-pyrazol-l-ylJphenyn^-Ctrifluorome^Obenzamide, 

methyl 3-[[[4-[3,5-bis(trif]uoromethyI)-lH-pyrazol-l-yl]phenyl]amino]- 
carbonyljbenzoate, 

N-[4-[3,5-bis(trifluoromethyJ)-lH-pyrazol-l-yl]phenyl]-3-cbJorobenzamide, 

N-^-p.S-bisCtrifluoromethyD-lH-pyrazol-l-yljphenyU-Z-tbiophenecarboxamide, 

N-^-fS^-bisCtrifluoromethy^-lH-pyrazol-l-ylJphenyy-l^-benzeneclicarboxamide, 

N-[4-[3,5-bis(trifluorometbyl)-lH-pyrazol-l-yl]phenyl]0 > 5-dinitrobenzamide ) 

N-[4-[3,5-bis(trifIuoromethyl)-lH-pyrazol-l-yl]phenyl]-2,4-difluoroben2amide, 

N-[4-[3,5-bis(trifluoromethyl)- lH-pyrazol-l-yl]phenyl]=2-nitrobenzamider 

N-[4-[3,5-bis(trifluorometbyl)-lH-pyrazol-l-yJ]phcnyl]-3-cyanobenzamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazoI-l-yl]phenyl]-l,3-bcnzenedicarboxamide, 
N-[4-[3,5-bis(trifluoromethyl)- lH-pyrazol- 1 -yl]phenyl]-3-nitrobenzamide, 

3-(aminosuIfonyl)-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]benzaniide, 
methyl 4-[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]amino]- 
carbonyljbenzoate, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazoH-yl]phenyl]-2-methoxybenzamide, 
N-[4-[3,5-bis(trifluororaethyl)-lH-pyrazol-l-yl]phenyl]-3-bromobenzamide, 
N-[4-[3,5-bis(trifluoromethy])-lH-p yr azol-l-yl]phenyl]-3-methoxybenzamide, 
N-[4^3,5-bis(tTifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-fiuorobenzamide, 
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N-H-P^-bisCtrifluoromethylVlH-pytazol-l-yllphenyll-^bromobenzamide, 
N-[4-[3,5-bis(trmuoroinethyl)-lH-pyrazol-l-yl]phenyl]-l,3-ben Z odioxole-5- 

carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phcnyI]-2,6-dichloro-3- 

pyridinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-chloro-3- 

pyridinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)4H-pyrazol-l-yl]phenyl]-2-chloro-6-methyl-3-, 

pyridinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-fluoro-Y- 

oxobenzenebutanamide, 

N-[4-[3,5-bis(trmuorometfayl)-lH-py^^^ 

naphthalenecarboxamide, 

N-[4-[3,5-bis(mfluorometfay^ 

methylpropanamide, 

N-[4-[3 5-bis(txifluoromethyl)-lH-pyrazol-l-yl]phenyl]acetamide, 

4-[[[4-[3 5-bis(trifluoromethyl)-lH-p^ ^ 
phen y lmetb y lN-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]arruno]-4- 

oxobutyl]carbamate, . 
H [[4-P^<triflu«^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-bromo-2-thiophene- 

carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-methyl-2-thiophene- 

carboxamide, 

Z-arrdno-N-^^S^-bisCtrifluoromethylVlH-pyrazol-l-ynphenyllbenzanude, 
N-^tS.S-bisCtrifluoromethyD-lH-pyrazol-l-yllphenyll-^fluoro^-pyndme- 

carboxamide, n 
N-[4-[3,5-bis(trifluoromethyl)-l^^ 

2-thiophenecarboxamide, 

N-[4-[3 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-lH-pyrrole-2-carb 0 xamide, 

N-[4-[3,5-bis(trifluorom C thyl)-lH-pyrazol-l-yl]phenyl]-3,6-dichloro-2-pyridine- 

carboxamide, 

N-[M3 5-bis(tritluorome W 

N-[4-[3,5-bis(trifiuoromethyl)-lH-p E azol-l-yl] P henyl]-lH-indole-2-a C etanude, 
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(E)-N-[4-[3 t 5-bis(trifluoromethyl)-lH-pymol-l.yl]pheny]3-3-(2-thieny])-2- 
propenamide, 

N.[4-[3 t 5-bis(trifluoromethyl)-lH-pyrazoI-l-yl]phenyl]pya2inecarbox 
1,1-dimethyletbyl [[4-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]amino]- 
4-oxobutyljcarbamate, 
l^cetyI-N-[4-[3,5-bis(trifluoro 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyi^ol-l-yl]phenyl]butanam 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-chioro-2- 
methoxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -yl]phenyl]-a-methy]-4-(2- 
thienyicarbonyI)benzeneacetamide, 

N-[4-[3,5-bis(trifluoromethylH 
thienylcarbonyljbenzeneacetamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyimol-l-yl]phenyl]-2-metho^ . 
(methythio)benzamide, 

N-[4-[3>bis(triflu^^ 

N-[4-[3,54>is(triflu^^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-hydroxy-6- 
methoxybenzamide, 

N-[4-[3,5-bis(trifluorome%l)-lH-pyrazol-l-yI]phenyl]-2 f 4- 
bis(trifluorometbyl)benzamide, 

N-[4-[3,5-bis(trffluoromethyl)-lH-pyrazol-l-yl]phenyl]-5-inethyl-4- 
isoxazolecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-fluoro-3- 
(trifluoromethyl)benzamide, 

N-[4-[3,5-bis(trifluoro^^ 

N-^p^-bisCtrifluoromethylj-lH-pyrazol-l-yljphenylJ^-fluoro^- 
(trifluoromethyi)benzamide, 

N-[4-[3,5-bis(trifluoromet^ 
N-[4-[3,5-bis(trifluorom^ 

N -[ 4 -P,5-bis(trifluoromethyl)-lH-pyra20l-l-yl]pheny^^ 

benzamide, 

N-[4-[3,5-bis(trifluorome^ 
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N-[4-[3 5-bis(trifluorom e thyl)-lH-pyrazol-l-yl]phenyl]-2,3-difluoroben Za nude, 
N -[4-[3>bis(trifluaio^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol4- y l]phenyl]-2-chloro-6-fluorobenzamide, 

N-[4-[3>bis(trifluorom^^ 

benzamide, . . , 

N-[4-[3>bis(trifluoromethylH^^^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-chloro-4- 

methoxybenzamide, 

N-[4-[3,5-bi S (trifluorom e thyl)4H-pyrazol-l-yl]phenyl]-2,6-dichloro-3- 

nitrobenzamide, 

N-[4-[3 5-bis(trffluoromethy^^^^ 

N-[4-[3,5-bis(trifluo ro methyl)-lH-pyra Z ol-l-yl]phenyl]-3,4-difluoroben2anude, 
N.^-P^-bisdrifluoromethyD-lH-pyrazol-l-yllphenyll^-broino-S- 

methoxyben_zamide,_ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-chloro-2- 

hydroxybenzamide, 

N-[4-[3 ( 5-bis(trifluoromethyl)-lH-pyrazoH-yl]phenyl]-3-bromo-4- 

methoxybenzamide, 

N-^P.S-bisCtrifluoromethyD-lH-pyrazoH-yllphenyn-S-bromo^- 

bydroxybenzamide, 

N-[4-[3,5-bis(trifluororaethy])-lH-pyrazol-l-yl]phenyl]-2-chloro^,5- 

difluorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-chloro-2,5- 

difluorobenzamide, 

N-[4-[3 5-bis(trifluoromethyl)-lH^^ 

N-[4-[3^bis(trifluorom e thyl^^ 

N-[4-[3 5-bis(trifluoromethyl)-lH- P y ra zol-l-yl]phenyl]-2,4,5-trifluorobenzamide ) 
N-[4-[3 ( 5-bis(trffluoromethyl)-lH-pyrazol-l-yl]phenyll-2A^trifluorobenzanude ) 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,6-difluoro-3- 

nitrobenzamide, 

N-^-tS^-bisCtrifluoromethyD-lH-pyrazol-l-ynphenyn^.S.S-trifluorobenzanude, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,4-dichloro-6- 

fluorobenzamide, t .„.. 
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N^-[3,5-bis(trifluoromethy^^ 
dinitrobenzamide, 

N-[443,5-bis(trifluoromethy»^ 

N-[4-[3 1 5-bis(trifluoromethyl}-lH-pyra 2 ol-l-y]]phenyI]-23A54etrafluorob e n 2 a™ 

N-[4-[3 ) 5-bis(trifluo rom eth y l)-lH-p y ra 2 ol-l-yl]ph e nyl]-^bromo-2,3,5,6-tet ra fluoro- 

benzamide, 

N-[4-[3 > 5-bis(trffluoro m ethyl)-lH-pyra2ol-l- y l]phenyl]-5-methyl-2-nit ro benzara 

N-[4-[3,5-bis(trifluorome%l)-lH-pyrazoJ-l-yl] P he n yl]-3-thiophene-carboxamid e , 

N-[4-[3 ) 5-bis(trifluorom e th y l)-lH-p y mol-l-yl] p h e n y l]-5-isoxa2olecaiboxamide > 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l-y]]phenyl]tetrahydro-2- 
furancarboxamide, . 

N-K-P^-bisftrifluoromethylJ-lH-pyrazol-l-ylJphenylJ^-pyrroIidinecarboxaxnide, 

N-[4-[3,5-bis(trifluorometh y l)-lH-pyrazol-l-yl] P henyl]tetrahydro-3- 
furancarboxamide, 

N-^-P^-bisdrifluorometbyD-lH-pyrazol-l-ylJphenylM^^-thiadiazole-S- 
carboxamide, 

N-[4-[3,5-bis(trifluorometb y l)-lH-p y razol-l-yl]phenyl]-2-chloro^- Py ridine- 
carboxamide, 

1,1-diraethyIethyl 2-[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]- 
aminojcarbonyl]- 1 -pyrrolidinecarboxylate, 

N-[443,5-bis(trifluorom e th y l)-lH-pyrazol-l-yl] P henyl]-5-nitro-2-furancarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l- me thyI-lH-pyrTole-2- 
carboxamide, 

N-[4-[3 r 5-bis(trifluoromethyl)-ffl^^^^^ 

carboxamide, 

N-[4-[3,5-bis(trif]uoromethyl)- 1 H-pyrazol-l-ylJphenylJ-S-bromo^-furancarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazo]-l-yl]phenyl]-3-methyI-2- 
furancarboxamide, 

N-[4-[3,5-bis(trifluoro m ethyl)-lH-p y razol-l-yl] P henyl]-5-chloro-2-thiophene- 
carboxamide, 

(S)-N-[4-[3 ) 5-bis(trifluoromethyl)-]H- P yrazol-1-yl] P henyl]tetrahydro-5-oxo-2- 
furancarboxamide, 

iM4-[3>bis(trifluorome^ 
carboxamide, 
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N -[4-[3,5-bis(t^ 

pyridinecarboxamide, 

N-[4-[3>bis(trifluorom e thyl)-lH-pyrazol4-yl]phenyl]-5-nitro-3-thioph M 

carboxamide, 

lJ-diinethylethyl4-[[[4-[3,5-bis(trifluoroni e thyl)-lH-pyrazol-l-yI]phenyl]- 

amino]carbonyl]-3-thiazolidinecarboxylate, 

N.[4-[3,5-bi S (trinuorom e thyl)-lH-pyrazol-l-yl]phenyl]-5-methoxy-3-thiophene- 

carboxamide, 

N-[4-[3,5-bis(trifl U orometh y ^lH-pyra Z oI4-yl]phenyl]-23^ibromo-5-thiophene- 

carboxamide, ... 

N-^lS.S-bi^trifluoron.ethyD-lH-pyrazol-l-yllphenyll-S-fluoro-^pyndine- 

carboxamide, " 

N-[4-[3,5-bis(trifluorometh y l)-lH-pyrdz 0 l-l-yl]phenyl]-l-methyl-lH-pyrazole-4- 

carboxamide, 

N-[^[3,5-bis(trifluoromethylVlH-pyrazol4-yl]phen y 13-5^hloro-^rnethoxy-3- 

thiophenecarboxamide, 

N44-[3 > 5-bis(trmuoromethyl)-lH-pyrazol4- y l]phenyl]-5,6-dicWoro-3-pyr.dine- 

carboxamide, 

N-[4-[3,5^s(trifluoi^ 

carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2 ( 5-dichlorc-3-pyrid 1 ne- 

carboxamide, 

3- arrino-N-(4-(3,5-bis(mfluo^^ 

N-(4-(3,5-bis(trifluoromethyl)-lH-pyra Z ol-l-yl)phenyl)-3-chloro-5- 

metboxyisonicotinamide, 

4- (arrunometb y l)-NK4-(3,5-bis(trifluoro m ethyl)-lH-pyrazol-l-yl)ph e nyl)-2- 

chlorobenzamide, 

N-C^CSS-bisCtrifluoromethyD-lH-pyrazol-l-yOphenyD^-methylacrylarrude, 
N-(4-(3 5-bis(trifluorom^^^ 

N-(4-(5-cyano-3-(trifluorom e tbyl)-lH-p y razol-l-yl)phenyl)-2-fluorobenz a nude, 

2-fluoro-N-(4K5-(24uryl)-3-(trifluorometh y l)-lH-pyrazol-l-yl)phenyl)benzamide, 

N-(4-(5-cyano-3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)-4-methyl-l,2,3- 

thiadiazole-5-carboxamide, 

N44-(5< y ano-3Ktrifluorometh y l)-lH : pyrazol-l-yl)pheayl)isonicotinarrude, 
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N-(4-(5-cyano-3^ 

315 ^ N-^^-^y'^-CtrifluoromethylJ-lH-pyrazol-l-yOphenyU^fluorobenzainide 

N -^( 5 -^no-3-(trifldo^^ ' 

N-(4-(5-cya n o-3Ktrifluoro m ethyl)-lH-pyrazoI-l-yl)phenyl)-2,3,5-trifluorobenzanu^ 
2 - fl «°™-N-(4-(5-(2-thi^ 

2-fluoro-N-(4-(5.(methylsuIfanyl)-3-(trifluo ro methyl)-lH-pyrazol-l- 
320 yl)phcnyl)benzaraide, 

2- fluoro-N-(4-(5-(3-pyridinyl)-3-(trifluorom e thyl)-lH-py raZ ol-l- 
yJ)phenyl)benzamide, 

3- fluoro-N-(4-(5-(2-thienyl)-3-Ctrifluoromethy])-lH-pyrazol-l- 
yl)phenyl)isonicotinamide, 



325 



330 



N-(4-(5-metboxy-3-(trifluorome%l)-lH-pyrazol-l-yl)phenyl)iso n icotinamide 1 

^fluoro-N-C^CS-methoxy-S-Ctrifluoromethyy-lH-pyrazol-l-ylJphenyObenzamide. 

N-(4-(5-methoxy-3-(trifluorom C thy])-lH-pyrazol-l-yl) P hcnylH-methy]-l,2,3- 
thiadiazoIe-5-carboxamide, 

N-(4-(5-ac e tyl-3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)-2-fluoronicotin^ 

2-fluoro-N-(4-(5-(methylsuJfanyl)-3-(trifluoromethyl)-lH-pyrazol-l- 
yl)phenyl)nicotinamide, 

2- fluoro-N-(4-(5-metho X y-3-(trifluoromethyl)-lH- P yrazol-l-yl)pbenyl) n i C otinamide 
N-(4-(5-ethox y -3Ktrifluoromethyl)-lH- P yrazol-l-yl) p henyl)-2-fluo ro nicotinamide 

3- fluoro-N-(4-(5-(methylsulfanyl)-3-(trifluoro m ethyl)-lH- P yrazol-l- 
335 yl)pheny])isonicotinamide, 

3-fluoro-N-(4-(5-methoxy-3-(trif]uoromethyl)-lH- P yrazol-l- 
yl)phenyl)isonieotinamide, 

N-(4-(5-(difluoromethoxy)-3-(trinuoromethyl)-lH- P yrazol-l- 
yl)phenyl)isonicotinamide, 

340 N -^( 5 -^ fluor ^ethoxy)-3-(trifluoromethyl)-lH-pyrazol-l- y l)phenyl)-4-methyl- 
l,2,3-thiadiazole-5-carboxamide, 

N-(4-(5-(difluoromethoxy)-3-(trifluoroniethy])-lH-pyrazol-l-yl) P henyl)-2- 
fluoronicotinamide, 

N-C^CS^hioro-S-CtrifluoromethyO-lH-pyiazol-l-ylJphenylJ^-fluoronicotinamide 

345 2 - fluoro - N -( 4 -( 5 -nitro-3-(trifluorometh y l)-lH-py ra zol-l-yl)phenyl)benza m ide > 

N-(4-(5-(difluoromethoxy)-3-(trifluoroniethyl)-lH-pyrazol-l-yl)phenyl)-3- 
fluoroisonicotinamide, 
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N-(4-(5-cWoro-3<trifluoromethylHH^ 

N-(4<5-bromr>3-(trifluoromemylH 
" 3-fluoro-NK4-(5-nitro-3-(trmuorom 

N-(4K5-bromo-3-(trifluoromethyl)-lH-pyra2ol-l-yl)phenyl)^methyl-l,2,3-thi 

5-carboxamide, 

N-(4-(5-chloro-3-(trifluoromethyl)-lH-l,2,4-triazol-l-yl)phenyl)-3- 

fluoroisonicotinamide, 

3-fluoro-N-(4-(5-(l-methyl-lH-pynol-3-yl)-3-(trifluoromethyl)-lH-pyrazoH- 

yl)phenyl)isonicotinamide, 

3-chloro-NK4-(5-cWoro-3-(trinuorome%l)-lH-pyrazol^-yl)phenyl)isonicotinanude^ 

N-(4-(5-bromo-3Ktrifluoromethyl)-lH-pyrazol-l-yl)phenyl)-23-dinuorobenza^ 
N-(4-(5-bromo-3Ktrifluoromethyl)-lH^^ 

2-cbJoro-N-(4-(5-c^ano-3-(trmuoromethyl)-lH-pyrazol4-yl)phenyl)benzamide > 

2<hJoro-NK4-(5-cyano-3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)isonicoto 

N-(4r(5-(difluoromethoxy)-3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)-2- 

fluorobenzamide, 

2-chloro-N-(4-(5-(difluoromethoxy)-3-(trifluoromethyl)-lH-pyrazol-l- 

y])phenyl)benzamide, 
and 

N-(4-(5-(difluoromethoxy)-3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)-2,3- 
difluorobenzamide. 

6. A compound according to Claim 3 where L 3 is -N(R 7 )C(X)-, R 7 is alkyl of one to 
fifteen carbons, and W is O. 

7 . A compound according to Claim 6 selected from 
N-[4-[3,5-bis(trifluoromemyl)-lH-pyr^ 

and 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-chloro-4-nitro-N-methyl- 
benzamide. 

8. A compound according to Claim 3 where L 3 is -N(R 7 )C(0)N(R 8 )- and R 7 and 
R8 are hydrogen. 
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9. A compound according to Claim 8 selected from 

ethyl 3-[[[[4-[3,5-bis(^ 
amino]benzoate, 

N-[4-[3,5-bis(trmuorome%lHH^ 
N-[4-[3^bis(trifluoromethyIH^^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-N , -(4-^ 

N-[4-[3 1 5-bis(trifluorome%l)-lH-pyrazol-l-yl]phenyl]-N , -[4-(rt 
phenyl]urea, 

N-[4-[3,5-bis(trifluorome%l)-l^^ 

N-[4-[3,5-bis(trifluoromethyD^ 

N-f4-[3,5-bis(trifluorometbyl)-lH-pyrazol-l-yl]phenyl]-N , -(3-cW 
phenyl)urea, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazolM-yl]pbenyl].N-[4-(butylo 
N-[4-[3,5-bis(trifluoromethyl)-lH^^^ 
phenyl)urea,\ 

N-[4-[3,5-bis(trifluoro^ 
phenyl )urea, 

N-(4-acetylphenyi)-N44-[3,5-bis(^ 

N- [4-[3 ,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -yl]phenyI]-N'-{4-methyl-2-nitro- 
phenyl)urea, 

N-[4-[3,5-bis(trffluoro^^ 
lphenyl)urea, 

N-^^^-bisCtrifiuoromethyO-lH-pyrazol-l-yllphenyll-N'-heptylurea, 
- N -[^3vS-bis(trifluorome^ 

phenyl)urea, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-ylJphenyl]-N'-2-methyl-5-ni^ 
phenyl)urea, 

N-[4-[3,5-bis(trifluoromethyI)-l H-pyrazol- l-yl]phenyl]-N'-(4-bromo-2-niethyl- 
phenyl)urea, 
and 

N-[4-[3,5-bis(trifluoromethy^ 
phenyl)urea. 



10. 



A compound according to Claim 3 where L 3 is -NR 7 S(0) r , t is 2, and 



-267- 



PCT/US99/07766 

WO 99/51580 



R 7 is hydrogen. 

11. A compound according to Claim 10 that is 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3,5-difluorobenzene- 

sulfonamide. 

12. A compound according to Claim 3 where L 3 is -C(X)N(R 7 )-,X is O, and R 7 
is hydrogen. 

13 A compound according to Claim 12 selected from 
4-[3,5-bis(trifluc>n>m e myl)-lH-p^ 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2-chlorophenyl)benzamide, 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(3-cyanophenyl)ben2amid e> 

4-[3!5-bis(trmuoromemyl)4H-pyrazol-l-yl]-N-(2,4-mfluorophenyl)benza I nide, 

4-[s]5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2-cyanophenyl)benzamide, 

443,5-bis(trifluoromethyl)4H-pyrazol4-yl]-NK2-nitrophenyl)benzainide, 

4-[3,5-bis(trifluoromemyl)4H-pyrazol4-yl]-N-(2^difluorophenyl)benzanude ) 

4-[3,5-bis(trif]uoromethyl)-lH-pyrazol-l-yl]-N-(2-bromophenyl)benzamide,. 

4-[3 ) 5-bis(trifluorom e ±yl)4H-pyrazol-l-yl]-N-(4-cyanoph e nyl)benzamide, 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(4-pyridinyl)benzamide, 



and 



14. 

m is 1 



N-[2-(arranc>carbonyl)phenylM^^ 

A compound according to Claim 3 where L 3 is -NR 7 (CH 2 ) m -, R 7 is hydrogen, and 



15 A compound according to Claim 14 selected from 

N-^tS.S-bisCtrifluoromemyD-lH-pyrazol^-yllphenyll^-chlorobcnzenememananune 



and 



N.^tS.S-bisCtrifluoromethyO-lH-pyrazol-l-yllphenyll^fluorobenzenemethanamine. 



16. A compound according to Claim 3 where L 3 is -(CH^NR?-. R? is hydrogen, 
and m is 1 . 
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1 7. A compound according to Claim 1 6 selected from 
4-[3,5-bis(trifluorome^ 

3- [4-[[[34-bis(trifluor^ 

4- [3 t 5-bis(trifluorome%lH^^ 
methanamine, 

and 

3-[[[4-[3,5-bis(trifluoromethyl)-lH-pymol-l-yl]phenyl]metbyl]aim 
,18. A compound according to Claim 3 where L3 is -C(H)=N-. 

19. A compound according to Claim 1 8 that is 
(E)-N-[4-[3,5-bis(trifluoro 

difluorobenzenamine. 

20. A compound according to Claim 3 where L 3 is alkenylene of two to six carbons in the 
Z or E configuration. 

21. A compound according to Claim 20 selected from 
(E)-3-P-[4-[3,5-bis(^ 
(Z)-3-[2-[4-[3,5-bis(trifluorom^ 

and 

(E)-H4-[2-(2^hlorophenyl^ 

_22 A compound according to Claim 2 where 

Z is carbon, R 2 is hydrogen, and R v and E are defined above, 
and 

R4 and R5 are independently selected from 

(1) hydrogen, 

(2) alkyl of one to fifteen carbons, 

(3) alkoxy of one to fifteen carbons, 

(4) halo, 

(5) perfluoroalkyl of one to fifteen carbons, 

(6) -C0 2 R 6 , 

(7) substituted heterocycle, 
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(8) -L1NR7R8, and 

(9) -CN. 



97 A compound according to Claim 22 selected from 
NW5-bis<^^ 

bCDZ ™N^ 

thiadiazole-5-carboxamide, wrazo H- y l]-2-methoxyph e nyl]-4-methyl- 1,2,3- 

N-[4-[3,5-bis(tnfluoromethyl)-lH-pyrazoi 1 yu ^ 

2 n thiadiazole-5-carboxamide 

methyl 2-(3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl)-5-((2- 

fluorobenzoyl)amino)benzoate, v n B henvn-2-fluorobenzamide, 
N-(3-amino-4-(3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl)phenyl) 

N . (M 3,5-bis(tr^^ 



and 

25 
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5 



4-methyl-N-[4-[5-methyl-3^(trifluoromethyl)-IH-pyrazol-l-yl]phenvl]-l 2 3- 
tbiadiazole-5-carboxamide, and ' ' 

5 3 ' 5 -* me %l-N-[4-[5-methyl-3-(trifluoromethvl^m.pw a2 M v . Vh - ntf „ , 

isoxazolecarboxamide. 

26. A compound according to Claim 2 where 

Rl is hydrogen and R 3 is alkyl of one to fifteen carbons. 

27. A compound according to Claim 26 selected from 
^chloro-N-^CS-methyl-lH-pyrazol-l-yDphenyllbenzamide 

311 Q ' 

3,5-dunem y l-N<4-(5-mem y l-lH- PyraZ oI-l-yl)phenyU^ 

28. A compound-according to Claim 2 where 

Rl is perfluoroalkyi of one to fifteen carbons and R 3 is hydrogen; 

29. A compound according to Claim 28 that is 
3 > 5 -^%l-NW(t^^ 

carboxamide. 

30. A compound according to Claim 2 where 

Rl is perfluoroalkyi of one to fifteen carbons and R 3 is hydroxyl; 



31. A compound according to Claim 30 that is 

N -f 4 -t 5 - h ydrox y -3-(trifluoromethyl)-lH-pyrazol-l- y l]phenyl]-4-methyl.l 2 3- 
thiadiazole-5-carboxamide. 



32. A compound according to Claim 1 of formula 

R 5 



r 2 R 3 f 4 / 
*z 
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or a pharmaceutical^ acceptable salt or prodrug thereof, where 
Rl, R 2 , R3, R4. R 5. Z, and E are defined above. 

33 A compound according to Claim 32 selected from 

' N-[H3,5-bis(trifluo^^^ 
N-I3-[3,5-bis(trmuo^^^ 
N-[M3 5*is(mfluo^^^ 

N43-[3 5-bis(trifluoromeW 
N-^S-bisCuifluor^^^^^ 

N-e-eS-b^trifluorome^^ 
N-[M3,5-bis(trifluo^ 

34. A compound according to Claim 1 of formula 




R5 

or a pharmaceutical^ acceptable salt or prodrug thereof, where 
Rl, R2, R3- R4' R S- Z - and E m dcfined ab0VC ' 

35 A compound according to Claim 34 selected from 
' N -[4-[3 5-bisCtrifluorom^ 
N-^S-bis^^^ 

36. A compound according to Claim 1 of formula 



\X 3 i s 

I N-Q-E 



R 



'4 



or a pharmaceutically acceptable salt or prodrug thereof, where 
5 Q is heterocycle, and Ri , R 2 , R 3> R>, R 5 , Z, and E are defined above. 
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37. A compound according to Claim 36 selected from 

N-[2-[3,5-bis(trifluorome%l)-lH-pyra Z ol-l-vll-5-pvridinvT 1 .^M 0 , 0 K e 

38. A compound according to Claim 1 of formula 

- - R 5 
or a pharmaceutical^ acceptable salt or prodrug thereof, where 
3 Z 15 mtr °g en - Md R L % Rj, R 5 , and E are defined above. 

39. A compound according to Claim 38 selected from 

3 - 5 - d ™«hyJ-N-[4-(3 ) 5-dimethyl-lH-l,2 > 4-tria 2 ol-l-yl) p henyl]-4- 

isoxazolecarboxamide and 

5 carboxamide. 

40. A compound according to Claim 2 where R, is -L 2 -heterocycle, and the heterocycle 
can be optionally substituted. 

4 1 - A compound according to Claim 40 selected from the group consisting of 

3-fluoro-N-(4-(3-(4-pyridinyl)-5-(trifluoromethyl)-lH-pyra ZO I-l- 
yl)phenyl)isonicotinamide, 

N-^-^-^fl^^niethyD-S-CS-pyridinyD-lH-pyrazol-l-yDphenyl)^- 
5 • nuoroisonicotinamide, 

N-(4-(5-cyano-3-(2-pyridinyl^^ 
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N . ( 4-( 5 -cyano^3-p^^ 

carboxamide, . . 

3- fluoro-NK4-(5-nitrol3-(3-pyridinyl)-lH-pyrazol-l-yl^ 

4- m ethyl-N-(4-(5-nitro-H3-pyridinyl)-lH^^ 

N-(4-(3-(5-bromcv3-pyridin y l)-5-(dffluoro me thox y )-lH-pyrazol-l-yl)phenyl)-3- 

fluoroisonicotinamide, 
15 N . (4 ^yano-3-(l>thiazo^^ 

thiadiazole-5-carboxamide, . . . ■ , 

N-^yano-M^thi^^ 
4-methyl-N-(4-(3-(l,3-thiazol-2-yl)-5-(trffluorome^ 

1 2,3-thiadiazole-5-carboxamide, 

N-(4<H2^dimethyl-13-thiazol-5-yl)^ 

fluoroisonipotinamide, 

3-fluoro-NK4-(34etrahydro-2-furanyl-5-(trifluoromethyl)-lH-pyrazol-l- 

carboxamide, . , 

N-(4<5-cWoro-3-(3-fuiyl)4H-pymol-l-yl)phenyl)-3«^ 

N-(4-(5-cyano-3-t e trahydro-2-furanyl-lH-pyra Z ol-l-yl)phen y l)-3- 

fluoroisonicotinamide, n - 

N . (M 5-(di fl uo— ^ 

fluoroisonicotinamide, 

N-(4-(5-(difluoromethoxy)-3-(3-furyl)-lH-pyr a zol-l-yl)phenyl)-3- 

fluoroisonicotinamide, and n„u„„„n ^ 

N^5-(difluoromethoxy)-H 

35 fluoroisonicotinamide. 
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42. A compound selected from 
N-[4-[3,5-bis^^^ 

N-^P.S-bisCtrifluoroniethyD-lH-pyrazol-l-yllphenyl]^^^^- 
tetramethylcyclopropane-caitoxaniide, 

5 . ^^^^-^^^"^oinethyO-lH-pyrazol-l-yJJphenylJ-iZ-dicbJoro-l- 
methylcyclopropanecarboxamide, 

N-[4-t3,5-bis(trifl U oromethyl)-lH-py raz0 l-l-yl] p heny]]-3,5- 
difluorobenzenesulfonamide, 

N-r^p.S-bisCtrifluoromethyD-lH-pyrazol-l-ylJphenylJ-l.cyclohexene-l- 

carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-p yra 2ol-l-yl]ph e nyI]-2. 
methylcycJopropanecarboxamide, 

N -H-[3,5-bis(trifluo ro methyl)-lH-pyrazol-l-ylJ p henyl]-l-me^^^ 

1 -carboxamide, 

N-^-P^-bisCtrifluorDmethyD-lH-pyrBzol-l-yllphenylJ-l-cycJopentene-l- 

carboxamide, 

N -I 4 -t3.5-bis(trifluorom^^^^ 
carboxamide, 

N-H-P^-bisCtrifluoromethyD-lH-pyrazol-l-yUphenylJ^-butynamide, 
^HlUW-bis^^^ 

ammojbenzoate, J 
N -[^ 3 ^Ktrifl«yl).lH-p^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazo]-l-yl] p henyI]-2-inethyI-3- 

nitrobenzamide, 

N-[4-[3,5-bis(trif]uoromethyl)- IH-pyrazol- l-yl]phenyl]- 1- 
hydroxycyclopropanecarboxamide, 

N-[4[3,5-bis(trifluo rom e%l)-lH- P yrazol-l-yjJphen y l]cyclohe P t M 

N -[ 4 -[ 3 .5-b 1 s(trifluoromethyl)-lH-pyrazol-l-yl] p heny]]-5-f]uoro-lH-indole-9- 

carboxamide, 

(E)-N-[4-[3,5-bis(trifluorometh y l)-lH- P yrazol-l. y l] p henyl]-3-(2-chlorophenyl)-2- 
propenamide, 
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-2-benzoyl-N-[4-[3>b^ 

3a(S)-(3ao I 4p,6aa)-v44-[3 ) 5-bis(trifluoromethyl)-lH-pyrazoH- 

yl]phenyl]hexahydr<^2-oxo-lH^^ 

N-^-tS^-bisCtrmuoromethyD-lH-pyrazol^-yllphenylJ^-iodobenzainide, 

exo-N-[4-[3,5-bis(trifluprom e thyl)4H-pyrazol4-yl]phenyl]bicyclo[2.2.1]hept-5- 

ene-2-carboxamide, 

N-[443,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]ph e nyl]-2-methyl C yclohexane- 

carboxamide, 

P henylmethyl[H[t4-[3,5-bis(^^ 

carbony]]propyl]carbamate, 

N-[4-[3,5-bis(trifluoromethyl>-lH-pyrazoH-yl]phenyl]-3-cycloh e xene-l- 

carboxamide, 

4-[3 5-bis(trifluoromethyl)-lH-pyra Z ol-l-yl]-N-(4-fluorophcn y l)b e n 2 anude, 
N44-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-N43-nitrophenyl)urea, 

N - [4 -[3>bis(trifluorom^^^ 
NW >bis(trifluorome^ 
phenyl]urea, 

. N .[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-N'-(3^- 

dimethylphenyl)urea, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l- 

methylcyclopropanecarboxamide, 

N-^-P^-bisCtrifluoromethyD-lH-pyrazol-l-yllphenyll-N'-phenylurea, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l-yl]phenyl]-N'-(3-chIorch2- 

methylphenyl)urea, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-N'-[4- 

(butyloxyphenyl)urea, 

N-[4-[3 > 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-N'-(2-methyl-3- 

nitrophenyl)urea, 

N.^p^-bis^fluoromethyD-lH-pyrazol-l-yUphenyll-NHS-chlorcHi- 
nitrophenyl)urea, 

N<4- a cet y l P henyl)-N44-[3>bis(trifluorom e thyl)-lH-pyrazol4-y^ 
N-[4-[3,5-bis(trifluororaethyl)-lH-pyrazol-l-yl]phenyl]-N'-(4-methyl-2- 

nitrophenyl)urea, 

N-[4-[3,5-bi S (trifluoro m eth y l)-lH-p y razoi-l- y l]phen y l]-5- m eth y l-2-thiophene- 

carboxamide, 

N-[4-[3,5-b 1S (trinuorometh y l)-lH-p y razol-l- y l]ph e n y l]-N'-(4-bromo-2,6-d 1 m e th y l- 

phenyl)urea, - 
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75 N - [4 -f 3 ' 5 - bis ^ fl «o™methyl)-lH-pyrazol-l-yl]ph e nyl]^-(lH-pym)l-l- 
yDbenzamide, 

N-^p^bisCtrifluoromethylj-lH-pyrazol-I-yJJphenylJ-N'-heptyluiBa 

N-[4-[3,5-bis(trMuoromethyl)-lH-pyra Z ol-l-yl]phe n yl]-N'-(4-chloro-2-nitro: 
% phenyl)urea, 

80 N -[^[3,5-bis(trifluoromethvIV1H-ny^7 0 i.i-^^K.« v n n . 

' ' ~ — * j- i JF" i - u }Aj-/-metnoxy-2- 

benzorurancarboxamide, 

N -^[3,5-bis(tritomethyI>lH-pyrazol-l-yl^ 

phenyl)urea, 

N - [4 - [3 ' 5 - bis ^ flu °^^ 

85 benzamide, 

N-[4-[3,5-bis(trifl U o rom ethyl)-lH- Pyra2 ol-l- y l] p henyl]-2-c y anoacetamide, 

N-^-tS.S-bisftrifluoromethyD-lH.pyrazol-l-ylJphenyU^-cyclohexane-l- 
carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l- y l]phenyl]-4- 
90 methyJcyclohexanecarboxamide, 

N-^-P.S-bisCtrifluoromethyD-lH-pyrazol-l-ylJphenylj-a-methoxy-a- 
(trifluoromethy])benzeneacetamide, 

N-^-rs^-bisarifluoromethy^-lH-pyrazol-l-ylJphenylJheptanamide 
N-[4-[3 ) 5-bis(trifluoromethyl)-lH-pyra 2 ol-l-yl]phenyl]-2-phenoxyb e n Z amide 

4-anuno-N-[443 ) 5-bis(trifluoromcthyl)-lH-pyra 2 ol-l-yl]pheny^^ 

4-a2,do-N-[4-[3,5-bi S (trifluoromethyl)-lH-pyrazol-l-yl]phe n yl]b e nzamide 

N-t4-P,5-bis(trif]uoro m eth y l)-lH- Py ra2ol-l-yl]-2-tbiopheneacetamide 

N-[3,5-bis(trifluorometh y l)-lH- Py razol-l- y l] p hen y l]-l-tric yc lo[3.3.1 l3,7]decane- 

100 carboxmide, 

- ^4-[3,«(trifluorom"eth y T)-iH^ ~ 
carbon y l]-l-asparagine, phenyJmethyl ester, 

U-dimethylethyl [7-[[4-[3>bis(trifluoromethyl)-lH-pyra2ol-l-yI]phenyl]ami„o]- 
7-oxohepty]]carbamate, J 

105 N -f 4 -[ 3 .5-bis(tiifluoromethyl)-lH-pyrazol-l-yl] p hen y l]-3- 
(methylthio)pro P anamide, 

N-[4-[3,5-bis(trifluorometh y l)-lH- P yrazol-l-yl] p henyl]-]- 
naphthylenecarboxamide, 

N-[4-[3,5-bis(trifl U orometh y l)-lH-p yraZ ol-l-yl] phe nyI]-4-c y anoben2arnide 
]( > ^^^^^-P^'-bisCtrifluoromethyD-lH-pyrazol-l-yljphenyl]^- 
P henylc y clopro P ane-carboxamide, 
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N . [4 -[3 5-bis(trmuorometh^^ >H 
N-[4-[3 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]^^ 

N^-bis^^ 

2 ietyloxy W 4-[3^^ 
N . [4 -[3>bis(trifluoromeW 

methylphenyl)urea, , , „n„hp„ v ll 2 4 6-trimethylbenzamide, 

N-[4-[3,5-bi S (trifiuoromethyl)-lH-pyrazol-l-yl] P henyl]-2,4,6 mm y 

N4 4-[3,5-bis(mfluoro m ^ 

methylbenzamide, 

N^-P.S-bisCtrifluoromethyD-lH-pyrazol-l-ynphcnyl]^- 

pyrazole-4-carboxamide, 

N-[4-[3,5-bi S (trifluoromethyi)-lH-pyiazol-l-yllphenyl]-4- 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazoH-yl]phenyl]-2- 

(dimethylamino)benzamide, 

N-[4-[3,5-bis(triQuoromethyl)-lH-pyrazol-l-yl]phenyl]-3- 

(dimethylamino)benzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4- 

(tnfluoromethyDbenzamide, ^oM^phcnylH-fluorobenzamide, 

N-r4-[3 5-bis(trifluoromethyl)-lH-pyrazoi l yijpaci ? j 

N y ( 35-bh(tnfluoro m et^^ 

N-^pS-bisltxifluoromethylVlH-pyrazol-l-yllphenynbenzanude, 
N . [4 -[3,5-bis(tn^^ 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(4- 
fluorophenyl)benzenemethanamine, 
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3- [4-[[[3,5-bis(trifluoromethyl)-lH-pyra2ol-l- 
yl]phenyl]methyl] araino]benzoni trile , 

N-[4-[3,5-bis(trifluoromethyl)- lH-pyrazol- l-yl]phenyl]-2-methylbenzamide, 
(E)-N-[4-[3,54)is(trifluorom^ 

K difluoro-benzenamine, 

N-[4-[3 t 5-bis(trifIuoromethyl)-lH-pyrazol-l-yl]phenyi]-3^dimethoxybenzaniide J 
N- [4-[3 ,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -y 1] phenyl] cyclopentanepropanarnide, 
N-[4-[3 T 5-bis(trifluororaethyl)-lH-pyrazol-l-yl]phenyl]^raethyJbenzamide, 
N-[4-[3 t 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3- 
(trifluoromethyl)benzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-methyl-2-buten 
N-[4-[3,5-bis(tiifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-hyd^oxybenzam 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-hydroxybenzami 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,4-dimethyl^ 

thiazolecarboxamide, 

N-[4-[3 t 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-pyridinecarboxami 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4- 

■ (hydroxyraethy Obenzaraide, 

4- [3 ,5-bis(trifluororaethyl)- 1 H-pyrazol- l-yl]-N-(2,4- 
difluorophenyl)benzenemethanamine, 

N-[4- [3 ,5-bis(trifluoromethy 1)- 1 H-pyrazol- 1 -yl]phenyl]-4~ 

(methyisuifonyl)benzamide, 

N-[4-[3,5-bis(trifiuoromethyl)-lH-pyrazol-l-yl]phenyl]-2-iodobenzaniide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-heptybenzamide, 
N- [4- [3 , 5-bi s(trifluoromethy 1)- 1 H-pyrazol- 1 -yl]phenyl]-2-furancarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazql-l-yl]phenyl]-2=fl 

" N-[4-[3,5-bis(lrifluoromethyl)-lH-pyrazol-l-yl]phen 

benzenedicarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-pyridinecarboxamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-chloro-2- 

nitrobenzamide, 

N-[4-[3,5-bis(trifluorome±yl)-lH-pyrazol-l-yl]phenyl]-4-ciimoUnecarboxami 
4-acetyl-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]benzarru 
1,1-dlmethyIethyl 4-[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]- 
arruno]carbonyl]-l-piperidinecarboxylate, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyra^ol-l-yl]phenyl]-2-pyridinecarboxarnide ) 
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N-[4-[3,5-bis(trifluorometfayl)-lH-pyra2ol-l-ylJphenyl]-4- 

(diethylamino)benzamide, 

N-[4-[3>bis(trmuoromethyl)4H-pyrazol-l-yl]phenyl](7clopenmecarboxnude, 

N44-[3,5-bis(trifluoromethyl)4H-pyrazol-l-yl]phenyl]cyclohexanecaitoxniide 
N-[4-[3>bis(trifluorome^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3- 

(methylsulfonyl)benzamide, 

N-[4-[3,5-bis(trifluoromethyl)-l H-pyrazol- l-yl]phenyl]-2- 
(trifluoromethyl)benzamide, 

3-[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l- 

yl]phenyl]methyl]amino]benzonitrile, 

methyl 3-[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l- 

yl]phenyl]amino]carbonyl]benzoate, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-chlorobenzamide ) 

N-^fS^-bis^fluoromethyO^H-pyrazol^-ynphenyll^-thiophenecaAoxamide, 

( E )_ 3 .[2-[4-[3,5-bis(trifluoromeAylHH 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l,4- 

benzenediearboxamide, 

N-[4-[3,5-bis(trm U oromethyl)4H-pFazol-l-yl]phenyl]-3,5-dinitroben2amide, 

^[^[S^-bisftrmuoromethylJ^H-pyrazol^-yllphenylj^^-dffluorobenzamide, 

N-[443,5-bis(trifluoromethyl)4H-pyrazol4-yl]phenyl]-2-nitrobeDzamide, 

N-[4-[3,5-bis(trifIuoroniethyl)-m-pyrazol-l-yl]phenyl]-3-cyanobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l,3- 

benzenedicarboxamide, 

(Z)-3-[2-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]ethenyl]benzonitnle, 

N-[4-[3,5-bis(triflu 0 romethyl)-lH-pyrazol-l-yl]phenyl]-3-nitrobenzamide, 

3-(aminosulfonyl)-N-[4-[3,5-bis(trifluororaethyl)-lH-pFazol-l- 

yl]phcnyl]benzamide, 

methyl 4-[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l- 

yl]phenyl]amino]carbonyl]benzoate, 

N-^lS^-bisdrifluoromethyD-lH-pyrazol-l-yllphenyll-^methoxybenzamide, 

N-[4-l3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-bromobenzamide, 

N-[4-[3,5-bis(mfluoromethyl)-lH-py ra zol-l-yl]phenyl]-3-methox y benzamide, 

N-^lS^-bisdrifluoromethyD-lH-pyrazol-l-yllphenyn-S-fluorobenzamide, 

N-^-tS.S-bisCtrifluoromethyD-lH-pyrazol-l-yllphenyll^-bromobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-l,3-benzodioxole-5- 

carboxamide, 
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N-[4-[3,5-bis(trifluorom^ 
pyridinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pymoI-l-yl]phenyl]-2<hI 
pyridinecarboxamide, 

N-[4-[3,5-bis(trifIuoro^ 
pyridinecarboxamide, 

N-[4-|3,5-bis(tiffl^^^ 
oxobenzenebutanamide, 

N-[443>bis(trifluorom^ 
naphthalenecarboxamide, 

( E )-H4-[2-(2-chloroph^^ 

N-[4-[3^-bis(tiffl^^^ 
methylpropanamide, 

N-^-P^-bisftrifluoromethy^-lH-pyrazol-l-ylJphenylJacetamide, 
^ff^P f 5-bis(trifluoroinethyI>lH.pym 

acid, 

phenylmethylN-[4-[3,5-bis(trifluorome%l)-lH-pyrazoI-l-yl]phenyl] 
oxobutyljcarbamate; 

3-[[[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-y]] P henyl]amin 

acid, 

N-[4-[34-bis(trifluonjmethyl)-lH W 

N-[4-[3,5-bis(trifluoromethyl).lH-pyrazol-l-yl] p henylJ-3-bromo-2- 
thiophenecarboxamide, 

N-[4-[3,5-bis(trifluorome^ 
thiopbenecarboxamide, 

2 '^ n ^ N '^^ 

N-[4-[3 ( 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-fluoro-3- 
pyridinecarboxamide, 

N-[4-t3,5-bis(trifluoromethyl)-lH-pyrazol-l.y]Jphenyl]-3-chJoro-4- 
(raethylsulfonyl)- 

2-thiophenecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l-yl]phenyl]-IH-pyrrole-2- 
carboxamide, 

N-[4-[3,5-bis(trifluorome%])-lH-pyrazol-l-yl] p henyl]-3,6-dichloro-2- 
pyridinecarboxamide 

N-[4-[3,5-bis(trifluoromethy])-lH-pyrazol-l-yl]phenyl]-2-(2- 
nitrophenoxy)acetamide, 
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N-[4-[3,5-bis(trifluoromethyl>lH-pyiazol-l-ylJplienyl]-4- 

chlorobenzeneacetamide, 

N44-[3,5-bis(trifluoromethyl>lH-pymol4-yl]phenyl]-lH-indole-2-acetami^ 

(E)-N-[4-[3>bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-(2-thienyl)-2- 

jwopenamide, , 

N44-[3,5-bis(trifluoromethyl)-lH-pyrazol4-yl]phenyl]pyazinecarboxamide, 

U-dimethylethyl[[4-[4-[3>bis(trfflu^^ 

4-oxobutyl]carbamate, 

l-acetyl-N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4- 

piperidinecarboxamide, 

N-[4-[3>bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]butanamide, 

N-[4-[3,5-bis(trifluororaethyl)-lH-pyrazol-l-yl]phenyI]-4-chloro-2- 

methoxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-py^azol4-yl]phenyl]-a-methyM-(2-thienyl- 

carbonyl)benzeneacetamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyr a zoH-yl]phenyl]-a-methyl-4-(2-thienyl- 

carbonyl)benzeneacetamide, 

• N-[4^[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-niethoxy-4- 

(methythio)benzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-hydroxy-3- 

nitrobenzamide, 

N-^lS^-bisCtrifluoromethyO-lH-pyrazol-l-yllphenyll-S^dihydroxybenzamide, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-y]]phenyl]-2-hydroxy-6- 

methoxybenzamlde, 

N-[4-[3,5-bis(trifluoromethyI)-lH-pyrazol-l-yl]phenyl]-2,4- 

bis(trifluoromethyl)benzamide, 

N-^tS.S-bisCtrifluoromethylVlH-pyrazol-l-yljphenyll-S-methyM- 

isoxazolecarboxamide, 

4-[3 > 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2-cUorophenyl)benzamide, 

^[S.S-bisdiifluoromethyD-lH-pyrazol-l-yll-N-O-cyanophenyDbenzamide, 

4-[3,5-bis(trifluoromethy])-lH-pyrazol-l-yl]-N-(2,4-difluorophenyl)benzaniide ) 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2-cyanophenyl)benzamide ) 

N .[ 4 .[5.[3 i 5-dimethyl-lH-l,2 > 4-triazol-l-yl)-3-(trifluoromethyl)-lH-pyrazol-l- 

yl]phenyl]-4-isoxazolecarboxamide, 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2-nitrophenyl)benzamide, 

4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-N-(2,6-difluoroph e nyl)benzamide 1 

4-[3 t 5-bis(triOuoromethyl)-lH-pyrazpl.-l-yl]-N-(2-bro m ophenyl)benzamide, 
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4-[3 ,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -yl]-N-(4-cyanophenyl)benzamide , 

4-[3,5-bis(txifluoromethyl)-lH-pyra2oI-l-yl]-N-(4-pyridinyl)benzaim 

N-[4-[3^-bis(trifluoromethy^^^ 
methyl)benzarnide, 

N-[2-(aminocarbonyl)phenyl]-4-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l- 
yl]benzamide, 

N-[3-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l-yl]phenyl]-4- 
chlorobenzeneacetamide, 

N-[3-[3,5-bis(trifluorometbyl)-lH-pyrdZoM^ 

N-[3-[3,5-bis(trifluoromethyl)-lH-pyrazoI-l-yl]phenyl]-2-chloro-5- 
nitrobenzamide, 

N-[4-[3 t 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-fluoro-3- 
nitrobenzamide, 

N-[4-[3, 5-bis(trifluoromethyl )- 1 H-pyrazol- 1 -yl]phenyl]-4-fluoro-3- 
nitrobenzamide, 

N-[4-[3 ,5-bis(trifluoromethyl)- 1 H-pyrazol- l-yl]phenyl]-4-fluoro-2- 

(trifluoromethyl^benzamide, 

N-[3-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- l-yl]phenyl]-4-fluorobenzamide, 
N-[3-[3,5-bis(trifluoromethyl)- 1 H-pyrazol- l-y]]phenyl]-2,4-difluorobenzamide, 
N-[3-[3,5-bis(trifluoromethyl)-lH-p3rrazol-l-yl]phenyI]-3-cyanobenzairiide T 
N-[4-[3 t 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-bromo-3- 

nitrobenzamide, 

N-[4-[3 ,5-bis(trifluoromethyl}- lH-pyrazol- 1 -yl]phenyl]-2-chloro-4-fluoro- 
benzamide, 

N- [4- [3,5-bis(trifluoromethyl)- 1 H-pyrazol- 1 -yl]phenyl]-2-chloro-4- 
(methylsulfonyl)-benzamide ( 

N-[4"-[3 t 5-bis(trifluoroinethyl)-"lH-pyrazol-l-yl] 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyr^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-chloro-4- 
fluorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,5-difluorobenz amide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-chloro-6- 
fluorobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-fluoro-6- 
(trifluoromethyl)-benzainide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-chloro-2- 
fluorobenzamide, 
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N-[4-[3 t 5-bis(trinuoromethyl)-lH-pyrazol-l-yl]phe^ 

methoxybenzamide, 

N4443,5-bis(trifluorom^^ 

nitrobenzamide, 

N-[4-[3>bis(trifluorora^^ 

chlorobenzamide, 

N-[4-[3,5-bis(trffluoromethyl)4H- P yrazol4-yl]phenyll-3^difluorobenzanude, 
N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-bromo-5- 

methoxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-chloro-2- 

hydroxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-biomo^ 

methoxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-3-bromo-4- 

hydroxybenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2-chloro^,5- 

difluorobenzamide, 

. N43-[3,5-bis(trifluoromethyl)-lH- Pyra zol-l-yl]phenyl]-2,6-difluorobenzamide, 
N-^tS.S-bisCtrifluoromethyD-lH-pyrazol-l-yllphenyll-^chloro-Z^- 

difluorobenzamide, 

NW 3 5-bis(trifluoro m ^^^^ 
N-[4-[3^bis(trifluorome^ 
N4 4-[34>-bis(trifluorom^^ 
N-[4-[3,5-bis(trifluoromeW 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,6-difluoro-3- 

nitrobenzamide, 

N-[4-[3 5-bis(trffluorometW^ 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl3phenyl]-2,4-dichloro-6- 

fluorobenzamide, 

N^-lS.S-bisCtrifluoromethyD-lH-pyrazol-l-yllphenyl^^-dichloro-S^- 
dinitrobenzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH- P yrazol-l-yl]phenyl]-2,3,5,6-tetrafluoro- 
benzamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,3,4,5- 

tetrafluorobenzamide , 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-4-bromo-2,3,5,6- 

tetrafluorobenzamide, - 



-284- 



385 



WO 99/51580 _ 

PCT/US99/07766 

N-[4-[3,5.bi S (trifluoromethyI)-lH-pyrazoJ-l-yl]phenyl].5^^ 
370 nitrobenzamide, 

N "IH3,5-bi S (trifluo™^ 

N-[4-[3,5-bi S (trifluoromethyl)-lH-pyTa Z ol-l-y]]phe n yl>3^^ 
. N-[4-[3,5-bis(trifluo^ 

N-^P.S-bisCtrifluoromethyD-lH-pyrazol-l-ylJphenylJtetrahydr^- 
375 furancarboxamide, 

N-H-P.S-bisCtrifluoromethyD-lH-pyrazol-l-ylJphenylJtetrahydro-S- 

furancarboxamide, 

N-[4-[3,5-bis(trifluo ro methyl)-lH-pyrazol-l-yl]phenylJ-l,23-tUadi^ 
380 carboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyra Z ol-l-yl] P henyI]-2-chloro-4- 
pyridinecarboxamide, 

U-dimethylethyl 2-[[[4-[3,5-bis(trifluoiomethyl)-lH-p y razol-l- 
yljphenyljaminojcarbonylj-l-pyrrolidinecarboxylate, 

N-[4-[3,5-bis(trifluorometh y l)-lH-py ra2 ol-l-yl]phenyJ]-5-nitro-2- 
furancarboxamide, - 

N-^P^-bisCtrifluoromethyl^lH-pyrazol-l-yJJphenylJ-l-niethyl-lH-pyiiD^ 
carboxamide, 

N-[4-[3,5-bi S (trifIuororn e thyl)-lH-pyrazo!-l-yl] p henyl]-6-chloro-3- 
390 pyridinecarboxamide, 

N-^-P.S-bisCtrifluoromethyD-lH-pyrazol-l-ylJphenylJ-S-bromo^- 
furancarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl] P henyl]-3-methyl-2- 
furancarboxamide, 

-395 Wf 3 ' 5 - K sTtfiflioromeW 
thiophenecarboxamide, 

(S) - N -t 4 -f 3 ' 5 - bi s(trifl U orom e %l)-lH-pyra2ol-l- y I] P henyl]tetrahydro-5-oxo-2- 
furan-carboxamide, 

N-[4-[3,5-bis(trifluororaethyl)-lH- P yra Z ol-l-yl] p henyl]-5-oxo-2- 
400 pyrrohdinecarboxamide, 

N-[4-[3,5-bi S (trifluoTometh y l)-lH- P yrazol-l- y l] P henyl]-5-bromo-3- 
pyridinecarboxamide, 

N-[4-[3,5-bi S (trifluoro m ethyl)-lH- P yrazol-l-y]] P henyl]-5- n itro-3-thio P hene- 

carboxamide, 
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■U^fiinelbylethyl*^^ 
carbonyl]-3-thiazolidinecarboxylate, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-5-methoxy-3- 

thiophenecarboxamide, 

N-[2-[3,5-bis(trifluoromethyl)-lH-pyrazol4-y1]-5-pyridinyl]-2^hlorobenzamifc 

N-[2-[3,5-bis(trifluoromethyl)-lH-pyrazol4-yl]-5-pyridinyl]-3^yanobenz^ 

N-[2-[3,5-bis(trifluoromethyl)-lH-pyra2ol-l-yl]-5-pyridinyl]-2-cbloro-4,5- 

difluorobenzamide, 

N-[4-[3,5-bis(trifluorometfayl)-lH-pyrazoH-yl]phenyl]-2,3-dibromo-5- 

thiophenecarboxamide, 

N-[4-[3,5-bis(trifluoromethy^^ 

carboxamide, 

N-[4-[3,5-bis(trifluoro me thyl)-lH-pyra2ol-l-yl] P henyl]4-methyl-lH-pyrazole-4- 
carboxamide, 

N-[4-l3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-5-cbloro-4-methoxy-3- 

thiophenecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-5,6-dichloro-3- 

pyridinecarboxamide 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,6-dichloro-4- 

pyridinecarboxamide, 

N-[4-[3,5-bis(trifluoromethyl)-lH-pyrazo!-l-yl]phenyl]-2,5-dichloro-3- 

pyridinecarboxamide, 

N^^tS^-bisCtrifluoromethylVlH-pyrazol-l-yll-S^trifluoroniethyOphenyl]-^ 

chlorobenzamide, 

N 4443>bis(trifluorome^ 

difluorobenzamide, 

N-[2,4-bis[3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl]phenyl]-2,4- 

difluorobenzamide , 

methyl 2-[3 J 5-bis(trifluoromethyl)-lH-pyrazol-l-yl]-5-[(5-bromo-2- 

chlorobenzoyl)amino]benzoate, 

N-[4-[3,5-bis(trifluorome^ 
dimethyl-4-isoxazolecarboxamide, 

N-[4-[3>bis(trifluoromet^ 
methvl- 1 ,2,3-thiadiazole-5-carboxamide, 
' N-[4-[3>bis(trifluoromet^ 
isoxazolecarboxamide, 
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N-[4-[3,5-bis(trifluorome%I)-lH-py raZ ol-l-yl]-2-(trifl U oromethyl)phenyl]-3,5- 
dimethyl-4-isoxa2olecarboxamide, 

N-[4-[3 > 5-bis(trifluorDme%l)-lH-py ra 2ol-l-yI]-2-methylphenyl]^metbyl-l,2,3- 
thiadiazoIe-5-caiboxamide, 

^5 ^ N -( 4 -r 3 ' 5 - bis ( rt fl"°">pe^ 
1 ,2,3-thiadiazole-5-carboxamide. 

4 -cWoiT>-N-[4-[5-me^^ 

^methyl-N-^rS-methylO-drifluoromethyD-lH-pyrazol-l-yljphenylJ-l^.S- 
thiadiazole-5-carboxamide, 

3,5-dimethyl-N-[4-[5-methyl-3-(trifluoromethyl)-lH-pyra2ol-l-yl]phenyl]-4- 
isoxazolecarboxamide, 

^chloro-N-^-CS-metfayl-lH-pyrazoI-l.yJ^henyJJbenzamide, 

4-methyl-N-[4-(5-methyl-lH-pyrazol-l-yI)phenyl]-l,2,3-thiadiazole-5- 

carboxamide, 

3,5-dimethyl-N-[4-[3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl]-4- 
isoxazolecarboxamide, 

N-[4-[5-hydroxy-3-(trif]uoromethyl)-lH-py raZ ol-l-yl]phenyJ]-4-rnethyI-U ) 3- 
thiadiazole-5-carboxamide, 

N-[4-[5-(34-di m e%l-lH-l,2,4-triazol-l-yl)-3-(trifluoromethyl)-lH-pyiazol-l- 
yl]phenyl]-l,2,3-thiadoazole-5-carboxamide, 

3- araii l o-N-(4-(3 > 5-bis(trifluorome%l)-lH-pyrazol4-yl)phenyl)i S onicotinamide, 

N-(4-(3,5-bis(trif]uoromethyl)-lH-pyrazol-l-yl)pheny])-3-chloro-5- 
methoxyisonicotinamide, 

N-(6-(3,5-bi S (trmuorom e thyl)-lH-p y razol-l-yl)-3- P yridinyl)-2-fluorobenzamide, 
methyl 2-(3,5-bis(trifluoromethyl)-lH-pyra2ol-Nyl)-5-((2- 
fluofdb _ enzoyl)amin6)benzoate, 

4- (aminomethy]hN-(4-(3,5-bis(trifluorDmethyl)-lH-pyrazoI-l-yl)pheny])-2- 
chlorobenzamide, 

470 N-^^'S-^^^fluoronie^^-lH-pyrazol-l-ylJphenyO^-inethylaciylainide, 

N-(4-(3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl)phcnyl)-4-chJoro-2- 
fluorobenzamide, 

, N -( 5 -( 3 - 5 -bis(trinuoro m e%l)-lH-pyrazol-l-yl)-2- P yridinyl)-2-fluorobenzamide, 
N-(3-amino-4-(3,5-bis(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)-2- 

475 fluorobenzamide, N-(4-(3 ( 5-bis(trifluorometh y l)-lH- Py razol-l-yl)-3-c yan0 ph e nyl)-2- 

fluorobenzamide, 

N-(4-(5-cyano-3-(trifluoromethy])-l^yra2ol4.yJ)phen 



460 



465 
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2-fluoro-N-(4-(5-(2-furyl)-3-(trifluorome^ 

N-(4-(5-cyano-3-(trifluoromethyl)-lH-pyrazoH-yl)phenyl)-4-methyl-U,3- 

480 thiadiazole-5-carboxamide, 

N-(4-(5-cya n o-3-(trifluoromethyl)-lH- P yi^ol-l-yl)phenyl)isomcot I namide, 

N .(4.(5-cyano-3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)-3- 

fluoroisonicotinamide, 

N ^5-ac e tyl-3-(trifluor^^^ 
N _ ( 4K5-cyano-3-(trifluo^^ 

N-(4-(5-cyano-3-(trifluoromethyl)-lH-pyrazol-l-yl)phcnyI)-2,3,5- 

trifluorobenzamide, 

2-fluoro-N-(4-(5-(2-thienyl)-3-(trifluoromethyl)-lH-pyrazol-l- 

yl)phenyl)benzamide, 

2-fluoro-N-(4-(5-(methylsulfanyl)-3-(trifluoromethyl)-lH-pyrazol-l- 

yl)phenyl)benzamide, 

2- fluoro-N-(4-(5-(3-pyridinyl)-3-(trifluoromethyl)-lH-pyrazol-l- 

yl)phenyl)benzamide, 

3- fluoro-N-(4-(5-(2-thienyl)-3-(trifluoromethyl)-lH-pyrazol-l- 

495 * 1)phen j^ 

2 -f, U oro-N-(4-(5- m et^^ 

NK4-(5-methoxy-3-(trifluoro m ethyl)-lH-py raZ ol-l-yl)pheny])^methyl-l,2,3-. 

thiadiazoie-5-carboxamide, . 
N . ( 4-(5-ac*tyl-3<trifto^^ 

2-fluoro-N-(4-(5-(methylsulfanyl)-3-(trifluoromethyl)-lH-pyrazol-l- 

yl)phenyl)nicotinamide, 

2- fluoro-N-(4-(5-methoxy-3-(trifluoromethyl)-lH-pyrazoH- 

y l) P he n yDmc« 

3- fluoro-N-(4-(5-(mcthylsulfanyl)-3-(trifluoromethyl)-lH-pyrazol-l- 

yl)phenyl)isonicotinamide, 

3-fluoro-N-(4-(5-methoxy-3-(trifluoromethyl)-lH-pyrazol-l- 

yl)phenyl)isonicotinamide, 

N .(4.(5-(difluoromethoxy)-3-(trifluoromethyl)-lH-pyrazol-l- 

yl)phenyl)i^ 

l,2>thiadiazole-5-carboxamide, 
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N-(4-(5- (difluoromethoxy )-3-(trifluoromethyl)- 1 H-pyrazol- 1 -yi)phenyl)-2- 
515 fluoronicotinamide, 

N-(4-(5-chloro-3-(trifluoromethyl)-lH-pyr^^ 

2- fluoro-N-(4-(5-nitro-3-(trifluoromethyl)- 1 H-pyrazol- 1 -yl)phenyl)benzamide, 
N-(4-(5-(difluoromethoxy)-3-(trifludromethyl)-l H-pyrazol- l-yl)phenyl)-3- 

fluoroisonicotinamide, 

520 N-C^CS-cUoro^-CtrifluoromethyO-lH-pyrazol-l-ylJphenylJ-S-fluoroisonicotinamide, 
N-(4-(5-bromo-3-(trifluoromethyl)-lH-pyrazol-l-yl)phenyl)-3-fluoroisonicotinamide, 
3-fluoro-N-(4-(5-nitro-3-(trifluoro 

N-(4-(5-bromo-3-(trifluoromethy 1)- 1 H-pyrazol- 1 -yl)phenyl)-4-methyl- 1 ,2,3- 
thiadiazole-5-carboxamide, 
525 N-(4-(5-chloro-3-(trifluoromethyl)- 1H- 1 ,2,4-triazol- 1 -yl)phenyl)-3- 

fluoroisonicotinamide, 

3- fluoro-N-(4-(5-(l-methyl-lH-pyrrol-3-yl)-3-(trifluoromethyl)-lH-pyrazol-l- 
yl)pbenyl)isonicotinamide, 

3-chloro-N-(4-(5-chloro-3-(1xifluororaethyl)-lH-pyrazol-l-yl)phenyl)isonicotinam 
530 N-(4-(5-bromo-3-(trifluoromethy 1)- 1 H-pyrazol- 1 -yl)phenyl)-2,3- 

difluorobenzamide, - 

N-(4-(5-bromo-3-(trifluoromethyl)-l H-pyrazol- 1 -yl)phenyl)-3- 
chloroisonicotinamide, 

2-chloro-N-(4-(5-cyano-3-(trifluoromethy 1)- 1 H-pyrazol- 1 -yl)phenyl)benzaraide, 
535 3-chloro-N-(4-(5-cyano-3-(trifluoromethyl)-lH-pyrazol-l- 
yl)phenyl)isonicotinamide, 

N-(4-(5-(difluoromethoxy)-3-(trifluororaethyl)- 1 H-pyrazol- l-yl)phenyl)-2- 
fluorobenzamide, 

2-chloro-N-(4-(5-(difluoromethoxy)-3-(trifluorqmethyl)- lH-pyrazol- 1 - - 

540 " yljphenyObenzamide, 

N-(4-(5-(difluoromethoxy )-3-(trifluoromethyl)- 1 H-pyrazol- 1 -yl)phenyl)-2,3- 
difluorobenzamide, 

3-fluoro-N-(4-(3-(4-pyridinyl)-5-(trifluoromethyl)-lH-pyrazol-l- 
y l)pheny l)isonicotinamide , 
545 N-(4-(5-(difluoromethyl)-3-(3-pyridinyl)-lH-pyrazol-l-yl)phenyl)-3- 
fluoroisonicotinamide, 

N-(4-(5-cyano-3-(2-pyridinyl)-iH-pyrazol-l-yl)phenyl)-3-fluoroisonicodnairiide 1 
N-(4-(5-cyano-3-(3-pyridinyl)-lH-pyrazol- l-yl)pheny l)-4-methy 1-1,2,3- 
thiadiazole-5-carboxamide, 
550 3-fluoro-N-(4-(5-nitro-3-(3-pyridinyJ0-JH-pyrazol-l-yl)phenyl)isonicodnamide, 
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4-methyl-N-^ 
5-carboxamide, 

N-(4-(5<yano-3-(U-fa^ 
fluoroisonicotinamide, 
555 N _(4-(3-(5-bromo-3-pyrid^ 
fluoroisonicotinamide, 

NK4-(5-cyano-3-(l,3-thiazol-2-yl)^ 

thiadiazole-5-carboxamide, 

N-(4-(5-cyano-3-(13-thiazol-2-yl)-lH-pyrazol-l-yl)phenyl)-3- 

560 fluoroisonicotinamide, 

4-methyl-N-(4-(3K13-thiazol-2-yl)-5-(trifluorome^ 

1 ,2,3-thiadiazole-5-carboxamide, 

N _ (4 -(3-(2,4-dimethyM,3-^^ 

yI)phenyl)-3-fluoroisonicotiaamide, 

565 3-fi U oro-NK4-(34etrahyd^ 

yl)phenyl)isonicotinamide, 

N-(4-(5-chloro-3-(l 1 3-thiazol-2-yl)-lH-pyrazol-l-yl)phenyl)-3- 

fluoroisonicotinamide , 

N-(4K5^orc^3-fury^ 

570 carboxamide, 

N^4-(5-chlorc>3-(3-furyl)4H-pyrazol-l-yl)phenyl)-3-fluoroisonicotinamide 

N _(4-(5-cyano-3-tetra^ 

fluoroisonicotinamide, 

N-(4-(5-(difluorom e thoxy)-3-(l-methyl-lH-pyrrol-3-yl)-lH-pyrazol-l-yl)phenyl)- 

575 3-fluoroisonicotinamide, 

N-(4-(5-(difluoromethoxy)-3-(3-furyl)-lH-pyrazol-l-yl)phenyl)-3- 

fluoroisonicotinamide, and 

N-(4-(5-(difluor 0 methoxy)-3-(l-metfayl-lH-pyrrol-2-yl)-lH-pyrazol-l-yl)phenyl)- 

3-fluoroisonicotinamide. 

580 
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43. A method of inhibiting interleukin-2, interleukin-4, and interleukin-5 production i 
mammal comprising adminstering a therapeutically effective amount of a compound 
of Claim 1. ^ 



44. A method of treating immunologicaUy-mediated diseases in a mammal comprising 
administering a therapeutically effective amount of a compound of Formula I 



L .N- 



r-Q— e 



R . N i 

I 

or a pharmaceutical^ acceptable salt or prodrug thereof, where 
Rl and R 3 are independently selected from 

(1) . - .hydrogen, 

(2) aryl, 

(3) perfluoroalkyl of one to fifteen carbons, 

(4) halo, 

(5) -CN, 

(6) -N0 2 , 

(7) -OH, 

(8) -OG where G is a hydroxyl protecting group, 

(9) -C0 2 R6 where Rg is selected from 
- - - (a) hydrogen, 

(b) cycloalkyl of three to twelve carbons, 

(c) aryl, 

aryl substituted with 1, 2, 3, 4, or 5 substituents independently 
selected from 

(i) alkyl of one to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) halo, 

(v) -N0 2 > and 

(vi) -N 3 , 



(d) 
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35 



40 



(e) a carboxy protecting group, 

(f) alkyl of one to fifteen carbons, 

30 ^ ( g ) alkyl of one to fifteen carbons substituted with 1, 2, or 3, or 4 

substituents independently selected from 

(i) alkoxy of one to fifteen carbons, 

(ii) thioalkoxy of one to fifteen carbons, 

(iii) aryl, 

(iv) aryl substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 
alkyl of one to fifteen carbons, 

..alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-N0 2 , and 
-N 3 , 

(v) cycloalkyl of three to twelve carbons, and 

(vi) halo, 

(h) alkenyl of three to fifteen carbons, 
provided that a carbon of a carbon-carbon double bond is not 

attached directly to oxygen, 

(i) alkynyl of three to fifteen carbons, 
provided that a carbon of a carbon-carbon triple bond is not 

attached directly to oxygen, and 
(j) cycloalkyl of three to twelve carbons, 
(10) -L1NR7R8 where Li is selected from 

(a) a covalent bond, 

(b) -X'C(X)- where X and X' are independently O or S, 
55 (c) -C(X)-,and 

(d) -NR6- and 

R 7 and R§ are independently selected from 

(a) hydrogen, 

(b) alkanoyl where the alkyl part is one to fifteen carbons, 

(c) alkoxycarbonyl where the alkyl part is one to fifteen carbons, 

(d) alkoxycarbonyl where the alkyl part is one to fifteen carbons and 



45 



50 



60 
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70 



75 



80 



85 



is substituted with 1 or 2 substituents selected from the group 
consisting of aryl, 
(e) cycloalkyl of three to twelve carbons, 
65 (0 aryl, 

(g) aryl substituted with 1, 2, 3, 4, or 5 substituents independently 
selected from 

(i) alkyl of one to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) halo, 

(v) -N0 2 ,and . 

(vi) -N 3> 

00 -OR 6 , 

provided that only one of R 7 or R 8 is -OR<5, 
. Xi) , a nitrogen protecting group, 
(j) alkyl of one to fifteen carbons, 

(k) alkyl of one to fifteen carbons substituted with 1, 2, or 3, or 4 
substituents independently selected from 

(i) alkoxy of one to fifteen carbons, 

(ii) thioalkoxy of one to fifteen carbons, 

(iii) aryl, 

(iv) aryl substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

r alkyl of one to fifteen carbons^ 

alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-N0 2 , and 
-N 3 , 

(v) cycloalkyl of three to fifteen carbons, 

(vi) halo, 

(vii) -C0 2 R6, and 

(viii) -OH, 
(1) alkenyl of three to fifteen carbons, 



90 



95 
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100 



105 



provided that a carbon of a carbon-carbon double bond is not 
attached directly to nitrogen, 
(m) alkynyl of three to fifteen carbons, 

provided that a carbon of a carbon-carbon triple bond is not 
attached directly to nitrogen, 
(n) -S02-alkyl, and 

(o) cycloalkyl of three to twelve carbons, or 
R 7 and R 8 together with the nitrogen atom to which they are attached 

form a ring selected from 

(i) aziridine, 

(ii) azetidine, 

(iii) pyrrolidine, 

(iv) piperidine, 

(v) piperazine, 
110 . - - - (vi) morpholine, 

(vii) thiomorpholine, and 

(viii) thiomorpholine sulfone 

where (i)-(viii) can be optionally substituted with 1, 2, or 3 substituents 
selected from the group consisting of alkyl of one to fifteen 

u5 carbons, 

(11) -L2R9 where L2 is selected from 

(a) -Li-, 

(b) -0-, and 

(c) -S(0) r where t is 0, 1 , or 2 and 
120 R9 is selected from 

(a) cycloalkyl of three to twelve carbons, 

(b) aryl 

(c) aryl substituted with 1 , 2, 3, 4, or 5 substituents independently 

selected from 

p5 (i) alkyl of one to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) halo, 

(v) -NO2, and 
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(vi) -N 3 , 
alkyl of one to fifteen carbons, 
heterocycle, 

alkenyl of two to fifteen carbons, and 
alkyl of one to fifteen carbons substituted with 1, 2, or 3, or 4 
substituents independently selected from 

(i) alkenyl of two to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) -CN, 

(iv) -CO2R6, 

(v) -OH, - 

provided that no two -OH groups are attached to the 
same carbon, 

(vi) thioalkoxy of one to fifteen carbons, 

(vii) alkynyl of two to fifteen carbons, 

(viii) aryl, 

(ix) aryl substituted with 1, 2, 3, 4, or 5 substituents 

independently selected from 
alkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-N0 2 , and 

~-N 3 r 

(x) cycloalkyl of three to twelve carbons, and 

(xi) halo, 

(xii) -NR 7 Rg, 

(xiii) heterocycle, and 

(xiv) heterocycle substituted with 1 , 2, or 3, or 4 substituents 

independently selected from 
alkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 
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-NO2, and 
-N 3 , 

(12) alkyl of one to fifteen carbons substituted with 1, 2, 3, 4, or 5 halo substituents, 

(13) alkyl of one to fifteen carbons, 

( 14) alkenyl of two to fifteen carbons, 

(15) alkynyl of two to fifteen carbons 

where (13)-(15) can be optionally substituted with 

(a) (=X), 

(b) alkanoyioxy where the alkyl part is one to fifteen carbons, 

(c) alkoxy of one to fifteen carbons, 

(d) alkoxy of one to fifteen carbons substituted with 1, 2, 3, 4, or 5 substituents 

selected from the group consisting of halo, - 

(e) thioalkoxy of one to fifteen carbons, 

(f) perfluoroalkoxy of one to fifteen carbons, 

(g>---N 3 ,- 

(h) -NO2, 

(i) -CN, 

0) -° H > 

(k) -OG 

(1) cycloalkyl of three to twelve carbons, 

(m) halo, 

(n) -C0 2 R6, 

(o) -L1NR7R8, and 

(p) -L2R9, 

( 1 6) -L2-heterocycle, and 

(17) -Lo-heterocycle where the heterocycle is substituted with 1, 2, 3 or 4 

substituents independently selected from 

(a) alkyl of one to fifteen carbons, 

(b) perfluoroalkyl of one to fifteen carbons, 

(c) alkoxy of one to fifteen carbons, 

(d) thioalkoxy of one to fifteen carbons, 

(e) halo, and 

(f) -N0 2 , 

(18) -NR x C(0)NR Y Rz where Rx, R Y and R Z are independently selected from 
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(a) hydrogen and 

(b) alkyl of one to fifteen carbons, 

(19) -C(=NRx)NR Y Kz, 

(20) -NRxC(=NRx*)NRyRz where R x , R Y and R z are defined previously and R x - 

is selected from 

(a) hydrogen and 

(b) alkyl of one to fifteen carbons, 

(21 ) -NR x C(0)OR w , where R w is selected from 

(a) alkyl of one to fifteen carbons and 

(b) alkenyl of three to fifteen carbons, 

provided that a carbon of a carbon-carbon double bond is not attached 
directly to oxygen, and 

(22) -OC(0)NR 7 R 8 ; 



Z isjiitrogen or carbon; 

R2 is absent or is selected from 

(1) hydrogen, 

(2) -C0 2 R 6 , 

(3) alkyi of one to fifteen carbons, 

(4) -C(0)R 6 - where R 6 « is selected from 

(a) alkyl of one to fifteen carbons, 

(b) aryl, and 

(c) heterocycle, — — — 

(5) -C(0)NR 7 'R 8 * where R r and R 8 - are independently selected from 

(a) hydrogen, 

(b) alkyi of one to fifteen carbons, or 

Rr and R%> together with the nitrogen to which they are attached form a ring 
selected from 

(i) piperidine, 

(ii) piperazine, 

(iii) morpholine, 

(iv) thiomorpholine, and 

(v) thiomoipholine sulfone 
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(6) perfluoroalkyl of one to fifteen carbons, 

(7) cycloalkyl of three to ten carbons, 

(8) alkyl of one to fifteen carbons substituted with 1 , 2, 3, 4, or 5 substituents 

selected from the group conststing of halo, 

(9) alkyl of one to fifteen carbons substituted with 

(a) -CN, 

(b) -OH, 

provided that no two -OH groups are attached to the same carbon, 

(c) (=X),and 

(d) -CO2R6, and 

(10) halogen; 

provided that when X is nitrogen, R2 is absent; 

Q is aryl or heterocycle where, when Q is phenyl, the phenyl is 2-, 3-, or 4- substituted 
; ., by Ejrelative to the position of attachment of the pyrazole or 1,2,4-triazoie ring 
to the phenyl ring; 

R4 and R5 are independently selected from 

(1) hydrogen, 

(2) alkyl of one to fifteen carbons, 

(3) alkyl of one to fifteen carbons substituted with i , 2, 3 , 4, or 5 halo substituents, 

(4) alkyl of one to fifteen carbons substituted with 

(a) -CN, 

(b) -C0 2 R6, 

(c) -L1NR7R8, and 

(d) -L2R9, 

(5) perfluoroalkyl of one to fifteen carbons, 

(6) -CN, 

(7) -C0 2 R6, 

(8) -L1NR7R8, 

(9) -L2R9, 

(10) alkoxy of one to fifteen carbons, 

(11) thioalkoxy of one to fifteen carbons, 

(12) halo, 
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(13) -C(=NR 6 )NR 7 R 8 , 

( 14) -NR] 2(=NR6)NR7R8 where R<j, R 7 , and R 8 are defined previously and R] 2 is 



selected from 

(a) hydrogen, 

(b) cycloalkyl of three to twelve carbons, 

(c) aryl, 

(d) alkyl of one to fifteen carbons, and 

(e) alkyl of one to fifteen carbons substituted with 1, 2, or 3, or 4 

substituents independently selected from 

(i) alkenyl of two to fifteen carbons, 

(ii) alkoxy of one to fifteen carbons, 

(iii) thioalkoxy of one to fifteen carbons, 

(iv) alkynyl of two to fifteen carbons, and 

(v) aryl, 



(15) , „-L2-heterocycle, and 

(16) -L2-heterocycle where the heterocycle is substituted with 1, 2, 3, or 4 



substituents independently selected from 

(a) alkyl of one to fifteen carbons, 

(b) perfluoroalkyl of one to fifteen carbons, 

(c) alkoxy of one to fifteen carbons, 

(d) thioalkoxy of one to fifteen carbons, 

(e) , halo, 

(f) -N 3 , and 



(g) _ _ __ N02 . 



(1) -L3-B where L3 is selected from 

(a) a covalent bond, 

(b) alkenylene of two to six carbons in the Z or E configuration, 

(c) alkynylene of two to six carbons, 



Eis 



(d) 

(e) 
(0 
(g) 



-C(X)-, 
-N=N-, 
-NR7-, 



-N(R 7 )C(0)N(R 8 )-, 
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300 (fa) -N(R 7 )S0 2 N(R 8 K 

(i) -X-, , 

(j) -(CH 2 ) m O- ) 

(k) -0(CH 2 ) m -, 

(1) -N(R 7 )C(X)-, 

305 (m) -C(X)N(R 7 )-, 

(n) -S(0) t (CH 2 ) m -, 

(o) -(CH 2 ) m S(0) r , 

(p) -NR 7 (CH 2 ) m -, 

(q) -(CH 2 ) m NR 7 -, 

310 (r) -NR 7 S(0) r , 

(s) -S(0) t NR 7 -. 

(t) -N=C(H)-, 
(u) -C(H)=N-, 
- ,-(v) - -ON=CH-, 
315 (w) -^NO- 

where (g)-(w) are drawn with their left ends attached to Q, 
(x) -N(R 7 )C(0)N(Rio)(Rll)- where Rio and Rn together with the nitrogen 
atom to which they are attached form a ring selected from 
(i) morpholine, 
3 2 0 (ii) thiomorpholine, 

(iii) thiomorpholine sulfone, and 

(iv) piperidine 

where (i)-(iv) are attached to Q through the nitrogen to which is 
attached R 7 and to B through a carbon in the ring, 
325 (y) -N(R 7 )S0 2 N(Rio)(RnK and 

(z) -N(R 7 )C(0)N(Rio)(Rn)- and 
B is selected from 

(a) alkyl of one to fifteen carbons, 

(b) alkenyl of three to fifteen carbons in the E or Z configuration, 

33 0 provided that a carbon of a carbon-carbon double bond is not directly 

attached to L3 when L3 is other than a covalent bond, 

(c) alkynyl of three to fifteen carbons, 

provided that a carbon of a carbon-carbon triple bond is not directly 
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attached to L3 when L3 is other than a covalent bond 
335 ^ where (a), (b) and (c), can be optionally substituted with 1, 2, 3, or 4 

substituents independently selected from 

(i) R E where L2 is defined previously and Ra, Rb, 

Rc, r d* and Re are independently selected from 
hydrogen, 

340 alkanoyl where the alkyl part is one to fifteen carbons, 

alkanoyloxy where the alkyl part is one to fifteen 

carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
345 - - - alkoxy of one to fifteen carbons substituted with 1, 2, 3, 

4, or 5 substituents selected from the group 

consisting of halo , 
perfluoroalkyl of one to fifteen carbons, 
perfluoroalkoxy of one to fifteen carbons, 

350 -N3, 

-NO2, 

-CN, 

-OH, 
- 0G - 

355 cycloalkyl of three to fifteen carbons, 

halo, 
-CO2R6 
-LjNRvRg 

-L2R9 

360 alkyl of one to fifteen carbons, 

alkyl of one to fifteen carbons substituted with 1, 2, 3, 4, 
or 5 substituents independently selected from 
(=X), 

...alkanoyloxy where the alkyl part is one to fifteen 
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365 



370 



375 



carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
alkoxy of one to fifteen carbons substituted with 

1, 2, 3,4, or 5 halo substituents, 
perfluoroalkoxy of one to fifteen carbons, 
-N 3 , 
-NO2, 
-CN, 
-OH, 

-provided that no two -OH groups are attached to 
the same carbon, 

-OG, 

cycloalkyl of three to fifteen carbons, 
halo* 

380 -C02R.6* 

-LiNR 7 Rg> and 

-L2R9, 
-L2-heterocycle, and 

-L2-heterocycle where the heterocycle is substituted 
with 

1, 2, 3, or 4 substituents independently 
selected from 

alkyl of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-NR x C(0)NR Y Rz> 
-C(=NRX)R Y Rz. 
395 -NO2, and 

-N 3 , 

(ii) (=X) 

(iii) alkanoyloxy where the alkyl part is one to fifteen carbons, 



385 



390 



-302- 



WO 99/51580 



PCT/US99/07766 



(iv) alkoxy of one to fifteen carbons, 
400 ^ (v) alkoxy of one to fifteen carbons substituted with 1,2,3, 4, or 5 

substituents selected from the group consisting of halo, 

(vi) thioalkoxy of one to fifteen carbons, 

(vii) perfluoroalkoxy of one to fifteen carbons, 

(viii) -N3, 
405 (ix) -NO2, 

(x) -CN, 

(xi) -OH, 

provided that no two -OH groups are attached to the same 
carbon,- 

410 (xii) -OG, 

(xiii) cycloalkyl of three to fifteen carbons, 

(xiv) halo, 

, (xv) -C0 2 R 6 , 
(xvi) -LiNR 7 R 8 , 

415 (xvii) perfluoroalkyl of one to fifteen carbons, 

(xviii) -L2-heterocycIe, and 

(xix) -L2-heterocycle where the heterocycle is substituted with 1, 2, 

3, or 4 substituents independently selected from 
(=X), 

420 alkanoyl where the alkyl part is one to fifteen carbons, 

alkanoyloxy where the alkyl part is one to fifteen 
_ carbons, 

alkoxy of one to fifteen carbons, 

alkoxy of one to fifteen carbons substituted with 1, 2, 3, 

425 4, or 5 substituents selected from the group 

consisting of halo , 
thioalkoxy of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
perfluoroalkoxy of one to fifteen carbons, 

430 -N 3 , 

-N0 2 , 
-CN, 
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435 



-OH, 

provided that no two -OH groups are attached to the 

same carbon, 
-OG, 

cycloalkyl of three to fifteen carbons, 

halo, 

-C0 2 R6» 

440 -L1NR7R.8, and 

-L 2 R 9 » 

(d) cycloalkyl of three to twelve carbons, 

(e) cycloalkenyl of four to twelve carbons, 

provided that a carbon of a carbon-carbon-double bond is not attached 
445 directly to L3 when L3 is other than a covalent bond 

where (d) and (e) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

(i) alkyl of one to fifteen carbons, 

(ii) aryl, 

450 (iii) alkoxy of one to fifteen carbons, 

(iv) thioalkoxy of one to fifteen carbons, 

(v) halo, 

(vi) -OH, 

provided that no two -OH groups are attached to the same 
455 carbon, 

(vii) oxo, 

(viii) perfluoroalkyl, 

(ix) heterocycle, and 

(x) heterocycle substituted with 1, 2, 3, 4, or 5 substituents 
460 independently selected from 

alkyl of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-N02, and 



465 
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-N 3 , 




(f) R E 



provided that when Rj and R 3 are both perfluoroalkyl of one carbon, Z 
470 is carbon, R2 is hydrogen, Q is phenyl that is 4-substituted by E 

relative to the position of attachment of the pyrazole ring to the 
phenyl group, R4 and R5 are hydrogen, E is -L3-B, L3 is 
-N(R 7 )C(X)-, R 7 is hydrogen, X is oxygen, and R A , R B , R D , 
and R£ are hydrogen, Rq is other than chloro, and 
475 (§) heterocycle where the heterocycle can be optionally substituted with 1 , 

2, 3, or 4 substituents independently selected from 
(i) (=X), 

- ("') alkanoyl where the alkyl part is one to fifteen carbons, 

(iii) alkanoyloxy where the alkyl part is one to fifteen 
480 carbons, 

(iv) alkoxy of one to fifteen carbons, 

(v) alkoxy of one to fifteen carbons substituted with 1, 2, 3, 

4, or 5 substituents selected from the group 
consisting of halo, 

485 (vi) halo, 

(vii) thioalkoxy of one to fifteen carbons, 
_ _ (viii)" perfluoroalkyl of one to fifteen carbons, 

(ix) perfluoroalkoxy of one to fifteen carbons, 

(x) -N 3 , 

490 (xi) -N0 2 , 

(xii) -CN, 

(xiii) -OH, 

provided that no two -OH groups are attached to the 
same carbon, 

495 (xiv) -OG, 

(x v) cycloalkyl of three to fifteen carbons, 
(xvi) halo, 
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(xvii) -CO2R6, 

(xviii) alkyl optionally substituted with -OH, 
500 * i»x) -L1NR7R8, and 

(xx) -L2R9. an^ 



505 



(2) O where R13 and R14 are independently selected from 

(a) hydrogen, 

(b) alkyl of one to fifteen carbons, 

(c) alkenyl of three to fifteen carbons in the E or Z configuration, 
provided that a carbon of a carbon-carbon double bond is not attached 

directly to the C(=0) group, 

(d) alkynyl of three to fifteen carbons, 

provided that a a carbon-carbon triple bond is not directly attached to 
510 the C(=0) group 

where (b), (c), and (d) can be optionally substituted with 1, 2, 3, or 4 
substituents independently selected from. 

(i) Rfi 

(ii) (=X), 



515 



(iii) alkanoyloxy where the alkyl part is one to fifteen carbons, 

(iv) alkoxy of one to fifteen carbons, 

(v) alkoxy of one to fifteen carbons substituted with 1, 2, 3, 4, or 5 

substituents selected from the group consisting of halo, 

(vi) thioalkoxy of one to fifteen carbons, 

520 (vii) perfluoroalkoxy of one to fifteen carbons, 

(viii) -N3, 

(ix) -N0 2 , 

(x) -CN, 

(xi) -OH, 

525 provided that no two -OH groups are attached to the same carbon, 
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535 



540 



(xii) -OG, 

(xiii) cycloalkyl of three to fifteen carbons, 

(xiv) halo, 

(xv) -C0 2 R 6 , 
5 30 (xvi) -LjNRyRg, 

(xvii) perfluoroalkyl of one to fifteen carbons, 

(xviii) -L 2 -heterocycle, and 

(xix) -L2-heterocycle where the heterocycle is substituted with 1 , 2, 
3,or 4 substituents independently selected from 
(=X), 

alkanoyl where the alkyl part is one to fifteen carbons, 
alkanoyloxy where the alkyl part is one to fifteen 

carbons, 
alkoxy of one to fifteen carbons, 
• - ■■- - alkoxy of one to fifteen carbons substituted with 1, 2, 3, 

4, or 5 substituents selected from the group 
consisting of halo, 
thioalkoxy of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
545 perfluoroalkoxy of one to fifteen carbons, 

-N 3 . 
-NO* 
-CN, 

=0H _ _ _ _ 

550 provided that no two -OH groups are attached to the 

same carbon, 

-OG, 

cycloalkyl of three to fifteen carbons, 
halo, 

555 -C0 2 R 6 , 

-L1NR7R.8, 
-L 2 R 9 , 

(e) cycloalkyl of three to twelve carbons, 

(f) cycloalkenyl of four to twelve carbons, 
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provided that a carbon of a carbon-carbon double bond is not attached 
directly to the C(=0) group 
where (e) and (f) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 
independently selected from 

(i) alkyl of one to fifteen carbons, 

(ii) aryl, 

(iii) alkoxy of one to fifteen carbons, 

(iv) thioalkoxy of one to fifteen carbons, 

(v) halo, 

(vi) -OH, 

provided that no two -OH groups are attached to the same 
carbon, 

(vii) heterocycle, and 

(viii) heterocycle substituted with 1, 2, 3, 4, or 5 substituents 

independently selected from 
alkyl of one to fifteen carbons, 
perfluoroalkyl of one to fifteen carbons, 
alkoxy of one to fifteen carbons, 
thioalkoxy of one to fifteen carbons, 
halo, 

-NO2, and 
-N 3 , 

(g) heterocycle, and 

(h) heterocycle substituted with 1 , 2, 3, or 4 substituents independently 

selected from 

(i) (=X), 

(ii) alkanoyl where the alkyl part is one to fifteen carbons, 

(iii) alkanoyloxy where the alkyl part is one to fifteen 

carbons, 

(iv) alkoxy of one to fifteen carbons, 

(v) alkoxy of one to fifteen carbons substituted with 1, 2, 3, 

4, or 5 substituents selected from the group 
consisting of halo, 

(vi) thioalkoxy of one to fifteen carbons, 
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(vii) perfluoroalkyl of one to fifteen carbons, 
595 (viii) perfluoroalkoxy of one to fifteen carbons, 

Ux) -N 3 , 

(x) -N0 2 , 

(xi) -CN, 

(xii) -OH, 

600 provided that no two -OH groups are attached to the 

same carbon, 

(xiii) -OG, 

(xiv) cycioalkyl of three to fifteen carbons, 

(xv) halo, - 

^ 605 (xvi) -C02R 6 , 

(xvii) -LiNR 7 R 8 , 

(xviii) -L 2 R9, 

_ provided that at least one of R13 and R 14 is other than hydrogen, or 

Rl3 and R14 together with the nitrogen to which they are attached form a ring 
610 selected from 

(a) succinimidyl, 

(b) maleimidyl, 

(c) glutarimidyl, 

(d) phthalimidyl, 

615 (e) naphthalimidyl, 

o 



o 
o 



(0 



(g) ° , 
O 

\ N— 

(h) HaC o , 
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(i) 



00 




(1) H , and 



o 




i 



where (a)-(m) can be optionally substituted with 1, 2, 3, 4, or 5 substituents 
625 selected from 

halo and 
-L 2 R 9 - 
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